. Minutes of Teleconference

‘.' .
Date: April 20,2000 - - Time: 9:30-9:50 AM  Location: Parklawn; Ms. Moore’s Office

NDA:  20-527 Drug Name: Prempro™ (conjugated estrogens/medroxyprogesterone
acetate) tablets
Type of Meeting: Guidance (statistical)

External Participant: Wyeth-Ayerst Research

Meeting Chair: Dr. Lisa Kammerman External Participant Lead: Ms. Mary Beth Thompson
Meeting Recorder: Ms. Diane Moore

FDA Attendees:

Diane Moore — Regulatory Project Manager, Division of Reproductive and Urologic Drug Products
(DRUDP; HFD-580)

Lisa Kammerman, Ph.D. - Team Leader, Division of Biometrics II (DBII) @ DRUDP (HFD-580)

™~

External Constituents: -

Paul Hansen — IT Engineer, Global Clinical Programming

Michelle Lucas — Senior Statistician, Global Clinical Biostatistics

Mary Beth Thompson — Standards Manager, Global Regulatory Information & Documentation

Joseph Sonk, Ph.D. - Senior Director, Therapeutic Area Head Women’s Health, Worldwide Regulatory
Affairs .

JoAnne M. Bissinger — Manager, Worldwide Regulatory Affairs

Meeting Objective:
To discuss proposed submission of SAS data sets for an efficacy supplement to NDA 20-527 (see
telefacsimile dated April 18, 2000).

Background: Wyeth-Ayerst received an electronic mail message from Randy Levin regarding their
April 18, 2000, proposal (see attached April 20, 2000 telefacsimile).

Discussion Points:

e Proposal 1: Rather than create 1 SAS XPORT file for each data domain in 11A, 11B, and 11c (3
total files per domain), we will create 1 XPORT file per data domain which will include patients
from 11A, 11B, and 11C. The purpose of this is to reduce the number of files by a factor of three.
¢ Randy Levin agreed with this proposal
s additionally, the sponsor proposed that a missing value would be assigned to patients who did not

take study medication for “duration of study”

e Proposal 2: We propose to assign the data for unique groups of investigators to each file based on
grouping the investigators by sequential investigator numbers (e.g. 30901 to 30910, 30911 to 30916,
30917 to 30918, etc.) which will result in approximately equal sized files. Note that some
investigators have so much bleeding and symptom data, that their data will exceed 25 MEG and will
have to be assigned to separate XPORT files based on groups of sequential patient numbers for that
investigator (e.g. 30918 pts. 0001 to 0050, 30918 pts. 0051 to 0100, 30918 pts. 0101 to 0145).
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¢ Randy Levin disagreed with this proposal and suggested an alternative; he suggested the
laboratory valu®s be separated into smaller groups (e.g., electrolytes, LFTs, etc) before dividing
them by investgator and separating bleeding times and vasomotor symptoms into separate files
® the sponsor feels tirat the large number of records in this study will not divide well into the

suggested categories; the sponsor prefers to divide the files by investigator and sequential patient
numbers

Decisions reached:
e FDA response to Proposal 1:
e the Division finds Proposal 1 acceptable
» FDA response to Proposal 2:
o the files can be divided by investigators and sequential patient numbers, as proposed
¢ all demographic variables (gender, age, ethnic group, body mass index, years since menopause,
etc.) will be included in a demographic data set in Item 11 of the NDA; only the demographics
for gender, age, and ethnic group will be included in other files
* Additional Comments
e in addition to the above files, an analysis data set should be submitted for the relief of moderate-
to-severe vasomotor symptoms indication

Action Items:
¢ Item: . Responsible Person: Due Date:
e send copy of Telecon minutes Ms. Moore 1 month

Vel
Signatire, minutes preparer ’ Concurrence, Chair S /{’7/00

Note to sponsor: These minutes are the official minutes of the meeting. You are responsible for
notifying us of any significant differences in understanding you may have regarding the meeting
outcomes.

drafted: dm/4.20.00/N20527TC42000

Concurrence:
LKammerman 4.21.00
ce:
NDA Arch: -
HFD-580/Div File
HFD-580/SAllen/MMann/SSlaughter/Tvander Vlugt/TRumble/LKammerman
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FACSIMILE TRANSMISSION
WYETH-AYERST RESEARCH
US Regulatory Affairs
170 Radnor Chester Road
St. Davids, PA 19087

L]

;"MI

Telefax Number: (610) 964-5973

DATE: April 18, 2000

TO: Diane Moore
Division of Reproductive and Urologic Drug Products

FACSIMILE No:  1-301 -827;426f 2 72

FROM: JoAnne M. Bissinger
U.S. Regulatory Affairs
(610} 902- 3731

f
NO. of PAGES: 2 (including cover page) '

SUBJECT: Efficacy Supplement for NDA 20-527
(Conjugated Estrogens/ Medroxyprogesterone Acetate)

Driane,

As I indicated in our conversation today, Wyeth-Ayerts is preparing an efficacy supplement to
NDA 20-527 regarding data from the HOPE Study ==wemes ) which will be submitted in
second quarter 2000, and that we have a couple of question regarding the electronic submission
of Item 11. The following is a summary of those questions.

HOPE Study Patient Populations:

/1A Main population (2673 patients, 57 investigators)
11B  Patients of disqualified investigator (48 dosed + 3 without study medication, investigator
30952)

11C  Other patients withour study medication (81 patients from investigators included in 11A)

Proposals _

1) Rather than create 1 SAS XPORT file for each data domain in 1A, 11B, and I /¢ (3 total files
per domain), we will create 1 XPORT file per data domain which will include patients from 11A,
11B, and 11C with an indicator variable on the dataset which will specify whether the patient is
in 11A, 11B, or 11C. The purpose of this is 1o reduce the number of files by a factor of three.
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2) Some of the domains will require more than one 25 MEG SAS XPORT file (e.g. lub data
approx 6 25 MEG files, daily bleeding and vasomaotor symptom data approx 60 25 MEG files).
We propose to assign the data for unigue groups of investigators 1o each file based on grouping
the investigators by.sequential investigator nuimbers (e.g. 30901 to 30910, 30911 to 30916,
30917 10 30918, ete.) which will result in appoximately equal sized files. Note that some
investigators have so much bleeding und yymptom data, that their data will excced 25 MEG and
will have to he assigned to separate XPORT files based on groups of sequential patient numbers

Sor that investigator (e.g. 30918 pts 0001 10 0050, 30918 pts 0051 10 0100, 30918 pts 0101 10
0145).

A meeting is scheduled for Thursday, April 20, 2000 at 9:30 am
The ATT dial in number is 1 (800) 486-24600 Participant Code: 129427

If you have any questions, please don’t hesitate to call me at (610) 902-3731.

JoAnne M. Bissinger

FDA R&Ufaxdoc

APPEARS THIS WAY
ON ORIGINAL
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DATE:
TO:

FACSIMILE No:

FROM:

NO. of PAGES:

SUBJECT:

Diane,
Ay requested at toduy

REGULATORY AFFAIRS @oay

FACSIMILE TRANSMISSION
WYETH-AYERST RESEARCH .
US Regulatory Affairs
170 Radnor Chester Road
St. Davids, PA 19087

Telefax Number: (610) 964-5973

April 20, 2000

Diane Moore
Division of Reproductive and Urologic Drug Products

1-301-827-4267 or 1-301-827-4272
JoAnne M. Bissinger

U.S. Regulatory Affairs

(610) 902- 3731 ~
3 (including cover page)

April 20, 2000 Teleconference - Efficacy Supplement for NDA 20-527
(Conjugated Estrogens/ Medroxyprogesterone Acetate)

's teleconference, I am providing you with a copy of the e-mail we received

from Randy Levin of the FDA regarding our proposals for the electronic submission of Item 11

(Artached).

In addition, I am providing you with the names and titles of Wyeth-Ayerst personnel who
participated in today’s teleconference.

Paul Hansen
Michelle Lucas

Mary Beth Thompson -

Joseph S. Sonk, PhD

JoAnne M. Bissinger

IT Engineer, Global Clinical Programming

Senior Stutistician, Global Clinical Biostatistics
Standards Manager,

Globul Regulatory Information & Documentation

Senior Director, Therapeutic Area Head Women's Health,
Worldwide Regulatory Affairs

Manager, Worldwide Regulatory Affairs

If you have any q:«éstion.v_ please don't hesitare 10 call me at (610) 902-3731.

M N ;
JoAnne M. Bissing e;—%g/“"’*/ w

—
-

—

FDA R&Ufax.doc
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TJoAnne Bissinger - Re: Questions about SAS XPT / temn 11 submissions

From: ‘Rahdy Levin 301-594-5514 FAX 301-504-2859" <LEVINR@cder.fda.gov>
To: "Mdiy Beth Thompson” <ThompsMd @ war.wyeth.com>, "es...

Date: Mon, Apr 17, 2000 8:30 PM

Subject: Aa: Questions about SAS XPT / Item 11 submissions

See comments below:

>Randy and Ken,
>
~We are preparing an electronic submission and I've been asked to run this
by your to see if this would be compliant with your standards. Here is a
quick summary of sorne of the proposals discussed in a meeting this
afternoon concerning the tem 11 electronic datasets for the HOPE
submission.

>
>Patient Populations:
>
~11A - Main population (2673 patients, 57 investigators)
>11B - Patients of disqualified investigator (48 dosed + 3 without study
medication, investigator 30952)
>11C - Other patients without study meclication (81 patients from

~
investigators included in 11A) c
S -
>Proposals

>

>1) Rather than create 1 SAS XPORT file for each data domain in 11A, 118,
and 11¢ (3 total files per domain). we will create 1 XPORT file per data
domain which will include patients from 11A, 118, and 11C with an indicator
variable on the dataset which will specify whether the patient is in 11A,

118, or 11C. The purpose of this is to reduce the number of files by a

factor of three.

---This should be ok.

>2) Some of the domains will require more than one 25 MEG SAS XPORT file
(e.g. lab data approx 6 25 MEG files, daily bleeding and vasomotar symptorn
data approx 60 25 MEG files). We propose to assign the data for unique
groups of investigators to each file based on grouping the investigators by
sequential investigator numbers (e.g. 30801 to 30910, 30911 to 30916, 30917
to 30918, etc.) which will.result in appoximately equal sized files. Note

that some investigators have so much bleeding and symptom data, that their
data will excced 25 MEG and will have to be assigned to separate XPORT
files based on groups of sequential patient numbers for that investigator

(e.g. 30918 pts 0001 to 0050, 30918 pts 0051 to 0100, 30918 pts 0101 to
0145).

>

>Do you think we are going down the right track with these assumptions? Or
would you recommend something else? We are in the process of setting up a
teleconference with the reviewing division (including stats), but I'd stili

like to get your input.

-—-->For the lab data, | would separate the labs into smaller groups
(e.g., electolyles, LFTs, etc) before dividing them by investigator. |
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fJoAnne Zissinger - Re’ Questions about SAS XP_TjWP_rrlH submissions

would separate the bleeding times and vasomolor symploms into separate
files. If these events afe for efticacy dati, you may be able to provide
files largar than 25 MB if the statisticians are going to use them in

directly in SAS.

>

>Thanks.

>

>MaryBeth Thompson
>Standards Manager

>Global Regulatory Information & Documentation
>

>610-202-5245
>8 370-5245

>

>

APPEARS THIS WAY
AN NRIGINAL



Minutes of Teleconference

v

Date: April 22, 1%9 _ Time: 3:30-3:50 PM Location: Parklawn; Room 17B-43
e , Drug Name: Premarin (conjugated estrogens) and medroxy-
progesterone acetate (MPA)

Type of Meeting: Chemistry Guidance

External Participant: Wyeth-Ayerst Research

Meeting Chair: Dr. Lisa Rarick External Participant Lead: Mr. Doug Bits
Meeting Recorder: Ms. Diane Moore

FDA Attendees:
Diane Moore — Regulatory Project Manager, Division of Reproductive and Urologic Drug
Products (DRUDP; HFD-580)

David Lin, Ph.D. - Chemist, Division of New Drug Chemistry I (DNDC 1) @ DRUDP
(HFD-580)

External Constituents:

Douglas W. Bitz - Director, U.S. Drug Regulatory Affairs, Wyeth-Ayerst, Radnor, PA
Joseph Sobecki — U.S. Regulatory Affairs, Wyeth-Ayerst, Radnor, PA

John Mesunas — Analytical Research and Development, Stability, Pearl River, NY
Alan Kutz, Ph.D. - Analytical Research and Development, Pearl River, NY

Arwinder Nagi, Ph.D. - Formulations, Pearl River, NY

Debra Parker — Regulatory Information, Pharmaceutical Sciences, Pearl River, NY
Roger French, Ph.D. - Biometrics, Pearl River, NY

Meeting Objective: To discuss the stability protocol for the lower dose of Premarin MPA.

Background: The current drug release specifications for Premarin + MPA adhere to the drug
release specifications with the 8-hour profile for conjugated estrogens in Supplement 8, USP 23,
from May 15, 1998.

Discussion Points:

e aithough Prempro/Premphase does not have the same dissolution specifications as in
Supplement 8 of the USP, it is consistent with the Premarin data collection in the 8-hour
dissolution method

¢ currently the sponsor is collecting dissolution data by both the previous and the revised
dissolution methods testing schemes

e all methods being used for stability for this proposed protocol (HOPE study) are the same as
those being currently used for NDA 20-527 (Prempro/Premphase)

o the sponsor is applying two different dissolution methods for MPA; the additional testing
method is being conducted for informational purposes only
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Decisions reached:

*
¢ the protocol is acceptable
Action Items: ‘

e Jtem: o Responsible; Person: Due Date:
¢ send meeting minutes Ms. Moore ) May 22, 1999
‘ | sl 7 sisias
S _ \M} r \Al RN // € N ‘ ;
Signature, minutes preparer Concurrence, Chair

drafted: dm/April 26, 1999 —

cc:

NDA Arch:

HFD-102/JBilstad

HFD-102/FHoun
HFD-580/LRarick/MMann/DLin/MRhee
HFD-580/DMoore

Concurrence: , »
TRumble 04.28.99/DLin 05.03.99



NDA 20-527/8-017

Conjugated estrogens and medroxyprogesterone acetate tablets, 0.3 mg/1.5 mg and
0.45 mg/1.5 mg

Wyeth-Ayerst Laboratories, Inc.

_ End of Phase 2 and Pre-NDA meetings
; .

No End of Phase 2 or Pre-NDA meetings were held for this efficacy supplement.

APPEARS THIS WAY
ON ORIGINAL



NDA 20-527/5-017

Conjugated estrogens and medroxyprogesterone acetate tablets, 0.3 mg/1.5 mg and
0.45 mg/1.5 mg

Wyeth-Ayerst Laboratories, Inc.

& Advisory Committee Meeting Minutes

This application was not the subject of an Advisory Committee Meeting.

APPEARS THIS wai
ON ORIGINAL



NDA 20-527/5-017

Conjugated estrogens and medroxyprogesterone acetate tablets, 0.3 mg/1.5 mg and
0.45 mg/1.5 mg

Wyeth-Ayerst Laboratories, Inc.

& Federal Register Notices

This application was not the subject of any Federal Register Notices.

APPEARS THIS WAY
ON ORIGINAL
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NDA/EFFIGACY SUPPLEMENT ACTION PACKAGE CHECKLIST

- Appihadnn Tnftyanmtitn

NDA JU 5;2—-" Efficacy Supplement Type SE- CQ Supplement Number

NE

Drug: «p\’w,@ /PQ/»»‘.('L\«-\& (O ‘7/5"*3[6/15»«

Applicant: ‘A/\-/C‘ﬂ'\ ‘4‘1%‘/' éﬂ/l’m-:‘l\ﬁdg

HFD- 5&0

RPM: 7(({;54% %emJ

Phone #

Application Type: 68.505(b)(1) () 505(b)(2)

Reference Listed Drug (NDA #, Drug name):

<+ Application Classifications:

e Review priority

(WStandard () Priority

e Chem class (NDAs only)

e  Other (e.g., orphan, OTC)

o
DX

User Fee Goal Dates

4//>/°l G/ldcu ’//&/03

o
D
R

Special programs (indicate all that apply)

on

Subpart H
() 21 CFR 314.510 (accelerated
approval) ~

()21 CFR 314.520
(restricted distribution) ~

() Fast Track
() Rolling Review
+*+ User Fee Information
e  User Fee (LBxid
e  User Fee waiver () Small business
() Public health
() Barrier-to-Innovation
() Other
e  User Fee exception () Orphan designation
() No-fee 505(b}(2)
() Other
<+ Application Integrity Policy (AIP)
e  Applicant is on the AIP () Yes (Mo
e  This application is on the AIP () Yes (YMo
e  Exception for review (Center Director’s memo) A
e OC clearance for approval M/ A
< Debarment certification: verified that qualifying language (e.g., willingly, knowingly) was | ()-Merified
not used in certification and certifications from foreign applicants are co-signed by U.S.
agent.
<+ Patent -
e Information: Verify that patent information was submitted () verified
e Patent certification [S05(b)(2) applications): Verify type of certifications 21 CFR 314.50G)(1)XiXA)
submitted O on om (QIv

21 CFR 314.50(i)(1)
(OXCV I OLC)

»  For paragraph IV certification, verify that the applicant notified the patent () Verified
holder(s) of their certification that the patent(s) is invalid, unenforceable, or will
not be infringed (certification of notification and documentation of receipt of A/ / A
notice). N
Exclusivity Summary (approvals only) v

°,

< Administrative Reviews (Project Manager, ADRA) (indicate date of each review)




. Actions

Bl

st

e  Proposed action - .

AP ()TA (OAE ()NA

» Previous actions (specify type and date for each action taken)

Ae 4fj3l01

o Status of advertising (approvals only)

Public communications

o  Press Office notified of action (approval only)

() Materials requested in AP letter
() Reviewed for Subpart H

(\)’res () Not applicable

* Indicate what types (if any) of information dissemination are anticipated

Labeling (package insert, patient package insert (if applicable), MedGuide (if applicable)

¢ Division’s proposed labeling (only if generated after latest applicant submission
of labeling)

() None

()-Press Release

(v¥alk Paper

() Dear Health Care Professional
Letter

v’

e Most recent applicant-proposed labeling

¢ Original applicant-proposed labeling

e Labeling reviews (including DDMAC, Office of Drug Safety trade name review,
nomenclature reviews) and minutes of labeling meetings (indicate dates of
reviews and meetings)

v Ra

e  Other relevant labeling (e.g., most recent 3 in.class, class labeling)

Labels (immediate container & carton labels)

» Division proposed (only if generated after latest applicant submission)

o  Applicant proposed v

* Reviews
- Post-marketing commitments

e Agency request for post-marketing commitments

e  Documentation of discussions and/or agreements relating to post-marketing o

commitments ) .

¢ ‘Outgoing correspondence (i.e., letters, E-mails, faxes) v
<+  Memoranda and Telecons v
» Minutes of Meetings

o EOP2 meeting (indicate date) e A

»  Pre-NDA meeting (indicate date) T AN

» Pre-Approval Safety Conference (indicate date; approvals only)

e Other

Advisory Committee Meeting

e Date of Meeting

e  48-hour alert

Federal Register Notices, DESI documents, NAS, NR (if any are pplicable)

T I TSI TR I IO eI A f O

 Summary Reviews (e.g., Office Director, Division Director, Medical Team Leader)

(indicate date for each review)

L/
*

Clinical review(s) (indicate date for each review)

o

*
.'

Microbiology (efficacy) review(s) (indicate date for each review)

o
"'

Safety Update review(s) (indicate date or location if incorporated in another review)

)
0'0

Pediatric Page(separate page for each indication addressing status of all age groups)

>

o
.'

Statistical review(s) (indicate date for each review)

O
"0

Biopharmaceutical review(s) (indicate date for each review)

Controlled Substance Staff review(s) and recommendation for scheduling (indicare date
Jor each review)




= Clinical Inspection Review Summary (DSI)
¢  Clinical studies i
Bloeqmvalence studies -

CMC review(s) ( indicate date for each review)
¢ Environmental Assessment
o Categorical Exclusion (indicate review date)
e Review & FONSI (indicate date of review)
e Review & Environmental Impact Statement (indicate date of each review) /J'/ A
¢ Micro (validation of sterilization & product sterility) review(s) (indicate date for each )
review) N / )q
<+ Facilities inspection (provide EER report) Datecompleted: |
(YAcceptable ;LI} / o3
() Withhold recommendation
*»  Methods validation () Completed ‘4/ A

() Requested

1O t yet requested

Pharm/tox revnew(s) mcludmg referenced IND reviews (indicate date for each rewew)
Nonclinical inspection review summary
Statistical review(s) of carcinogenicity studles (mdzcate date for each review)
CAC/ECAC report ;

R/
0..

J
.'.

*

)
*

APPEARS THIS WAY
) ON ORIGINAL



NDA/EFFICACY SUPPLEMENT ACTION PACKAGE CHECKLIST

*

; .
NDA _20-527 /SE_2 . Q17

Drug _Tradename conjugated Applicant _Wyeth-Ayerst Laboratories

estrogens/medroxyprogesterone tablets 0.3/1.5 mg and
0.45/1.5 mg

RPM_ Diane Moore Phone 301 827-4260

X305(b)(1)
J505(b)(2) Reference listed drug

OFast Track ORolling Review Review priority: X S 0OP

Pivotal IND(s) o

Application classifications: PDUFA Goal Dates: ~
Chem Class 3011000 Primary  April 15,2001
Other (e.g., orphan, OTC) - Secondary June 15, 2001
Arrange package in the following order: Indicate N/A (not applicable),
X (completed), or add a
GENERAL INFORMATION: comment.

¢ User Fee Information: X User Fee Paid
O User Fee Waiver (attach waiver notification letter)
O User Fee Exemption
@ ACHON LOtET. ..ttt ettt e e et .. OAP X AE ONA

¢ Labeling & Labels

FDA revised labeling and reviews. ... X

Original proposed labeling (package insert, patient package insert) .......... 6/15/00

Other labeling in class (most recent 3) or class labeling........................ Class labeling

Has DDMAC reviewed the labeling? ... XYes (include review) T No
Immediate container and carton labels ............ccooeeiiiiiiiiiiniiiini 6/15/00
NOMENCIALUIE TEVIEW ... envvetireneeneeneneeneet ettt enaaaat et 3 reviews

¢ Application Integrity Policy (AIP) O Applicant is on the AIP. This application Xis X is not on the
AIP.

Exception for review (Center Director’s memo).............ooooiiieninieeenn N/A

OC Clearance for approval............oooviiiiiiiiiii N/A,

Continued =



Status of advertising (if AP action) O Reviewed (for Subpart H — attach X Materials requested

review) . in AP letter
Post-marketing CoFmitments N/A
Agency request for Phase 4 Commitments.....................ovoeieineinnn., X
Copy of Applicant’s commitments ....................ocooiiiiiiiiiniiiian.. X
Was Press Office notified of action (for approval action only)? .................. O Yes X No
Copy of Press Release or Talk Paper......................coooiii i, N/A
Patent
Information [SOS(B)(1)] «.vvrenii e X
Patent Certification [SOS(b)(2)]. .o oveiiriii e X
Copy of notification to patent holder [21 CFR 314.50 (i)(4)]................... N/A
Exclusivity Summary .........coooiiiiiiiii X
Debarment Statement .........c.ooeveiiiiiiiiiiiii e X
R
Financial Disclosure i
No disclosable information ..........cooooiiiiiii i N/A ,
Disclosable information — indicate where review is located .................... June 15 and November
22, 2000 submissions
Correspondence/Memoranda/Faxes .............oooeieviiiiiiiiiiiiiiinini e X
Minutes of MEEHINES .....ueuininiit it X
Date of EOP2 Meeting _No EOP2 meeting held
Date of pre NDA Meeting _No pre NDA meeting held for this supplement
Date of pre-AP Safety Conference IN/A
Advisory Committee Meeting ...........ccoevviviiniiiiiiiiiiiiiiiien N/A
Date 0Of MEting .....ooviuiniiieiiiii e N/A
Questions considered by the committee .............cococviiiiiiiiiiiiiiinn N/A
Minutes or 48-hour alert or pertinent section of transcript ...................... N/A
Federal Register Notices, DESI documents ..., N/A
CLINICAL INFORMATION: Indicate N/A (not applicable),
X (completed), or add a
comment.
Summary memoranda (e.g., Office Director’s memo, Division Director’s
memo, Group Leader’s memo) ..........ccooviiiiiiiiiiiiinii e X
Clinical review(s) and memoranda ...............coooviiiiiiiiiiiiiini X
Safety UpPate TEVIEW(S) ... ..overrmeernnetetenieet et eeteeetaeieeereeerssses See MO review

Continued =



Pediatric Information

X Waiver/partiajiwaiver (Indicate location of rationale for waiver) [J Deferred
Pediatric Page. .. cv. oo X

O Pediatric Exclusivity requested? [0 Denied O Granted X Not Applicable

Statistical review(s) and memoranda ..., X
Biopharmaceutical review(s) and memoranda...............ccccovivviiiiieinninn.... X
Abuse Liability TEVIEW(S) «.uvurettiriinie it N/A
Recommendation for scheduling .................ooooi i N/A
Microbiology (efficacy) review(s) and memoranda ................................. N/A
DST AUAILS ..o e, N/A
OClinical studies [ bioequivalence studies .............c.covviiiiininnina.. N /A
R
CMC INFORMATION: Indicate N/A (not applicable),
' X (completed), or add a
comment.
CMC review(s) and memoranda .............ooovveiiieiiiiiiriirraiiieneearenenns X
Statistics review(s) and memoranda regarding dissolution and/or stability ...... N/A
DAY (o T ) T X
Environmental Assessment review/FONSI/Categorical exemption ............... N/A
Micro (validation of sterilization) review(s) and memoranda ............ e N/A
Facilities Inspection (include EES report)
Date completed __April 12,2001 ...l O Acceptable X Not Acceptable
Methods Validation ......c.oceieuiiineniniiiiiiiiinicieeaes [0 Completed [ Not Completed
CE completed; MPA not
j completed
PRECLINICAL PHARM/TOX INFORMATION: Indicate N/A (not applicable),
X (completed), or add a
comment.
¢ Pharm/Tox review(s) and memoranda ...............coviviiiiniiiiniininiinn, X
¢ Memo from DSI regarding GLP inspection (if any) ................ocoeiiiiiiinnns N/A

Continued =



¢ Statistical review(s) of carcinogenicity studies

L

¢ CAC/ECACTEPORL......ooovieieiriiei
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION

Form Approved: OMB No. 0910-0297
Expiration Date: 04-30-01

USER FEE COVER SHEET

T "~ See Instructions on Reverse Side Before Completing This Form

1TAPPLICANT'S NAME AND ADDRESS 3
Wyeth-Ayerst Laboratories

P.O. Box 8299
Philadelphia, PA 19101-8299

3. PRODUCT NAME
Conjugated Estrogens and Medroxyprogesterone Acetate

2. TELEPHONE NUMBER (include Arsa Code)

4. DOES THIS APPLICATION REQUIRE CLINICAL DATA FOR APPROVAL?
F YOUR RE SPONSE IS “NO° AND THIS IS FOR A SUPPLEMENT, STOP HERE
AND SIGN THIS FORM.

F RESPONSE IS YES', CHECK THE APPROPRIATE RESPONSE BELOW:-

E THE REQUIRED CLINICAL DATA ARE CONTAINED IN THE APPLICATION.

[[] THE REQUIRED CLINICAL DATA ARE SUBMITTED BY
REFERENCE TO

{APPLICATION NO. CONTAINING THE DATA)

(610) 902-3740
5. USER FEE LD. NUMBER 6. LICENSE NUMBER / NDA NUMBER
. 3947 NDA No. 20-527

[0 A LARGE VOLUME PARENTERAL DRUG PROCUCT
APPROVED UNDER SECTION 505 OF THE FEDERAL
FOOD, DRUG, AND COSMETIC ACT BEFORE 9/1/92
(Selt Explanatory)

D THE APPLICATION QUALIFIES FOR THE ORPHAN
EXCEPTION UNDER SECTION 736(a)} 1)(E) of the Federal Food
Drug, and Cosmaetics Act
(See em 7, reverse side before chockmg dbox.)

[ THE APPLICATION IS A PEDIATRIC SUPPLEMENT THAT

7. 15 THIS APPLICATION COVERED BY ANY OF THE FOLLOWING USER FEE EXCLUSIONS? IF SO, CHECK THE APPLICABLE EXCLUSION.

(7 A s05()(2) APPLICATION THAT DOES NOT REQUIRE A FEE

(See Xem 7, reverse side before checking box.)

QUALFIES FOR THE EXCEPTION UNDER SECTION 736(a)(1)(F) of -
the Federal Food, Drug, and Cosmetic Act
(See Mem 7, reverse side belore checking box.)

D THE APPLICATION IS SUBMITTED BY A STATE OR FEDERAL
GOVERNMENT ENTITY FOR A DRUG THAT IS NOT DISTRIBUTED
COMMERCIALLY
(Se Expianatory)

FOR BIOLOGICAL PRODUCTS ONLY

D WHOLE BLOOD OR BLOOD COMPONENT FOR D A CRUDE ALLERGENIC EXTRACT PRODUCT

TRANSFUSION

[ AN N VITRO* DIAGNOSTIC BIOLOGICAL PRODUCT
LICENSED UNDER SECTION 351 OF THE PHS ACT

D AN APPLICATION FOR A BIOLOGICAL PRODUCT
FOR FURTHER MANUFACTURING USE ONLY

D BOVNE 8LOOD PROOUCT FOR TOPICAL
APPLICATION LICENSED BEFORE 9/1/92

4. HAS A WAIVER OF AN APPLICATION FEE BEEN GRANTED FOR THIS APPLICATION? D YES g NO

(See raverse side # answered YES)

A completed form must be signed and accompany-each-new drug or biologic product application and each new
supplement. if payment is sent by U.S. mail or courier, please include a copy of this completed form with payment.

Public reporting burden for this collo::ﬂon of information is estimated to average 30 minutes per response, including the time for reviewing
nstructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information.
Send comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

DHHS, Reports Clearance Officer
Paperwork Reduction Project (0910-0297)
Hubert H. Humphrey Building, Room 531-H
200 Independence Avenue, S.W.
Washington. DC 20201

An agency may not conduct or sponsar, and a person is not
required to respond to, a collection of information unless it
displays a currently valid OMB control number.

Pleasa DO NOT RETURN this torm to this address.

)
N ~NATURE OF AUTHORIZED COMPANY REPRESENTATIVE - TMLE DATE
;' ' N< / Senior Director, Global Therapeutic Area May 23, 000
g i N N7 Head, Women's Healithcare ,
Joseph S. Sonk, PnD_jfyiy A - LT | Requlatory Affairs

FORM FDA 3397 (5/93_)

Creses b Eharvess Devomeat SurwarvUSDHHS. (1011 443-3434 EF
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FATSIMILE TRAMNSMISSIGH =W -
Wyeth-Ayergt Laboratories = —_— - - :_—;_——:____:—r—
St. Davids Center : ' e ==
170 Radnor¥Chester Road e
St. Davids, PA 19087 = =
USA —_——— =

FAX #S: (610) 964-5972
(610) 964-5969
Date: April 11, 2001
To: Dr. Susan Allen
From: Joseph S. Sonk
Department: Worldwide Regulatory Affairs

Number of Pages (including cover sheet): 1 q

Please call me at (610) 902-3740 with any questions.

CONFIDENTIALITY NOTE:

The documents sccompanying this Fax rangmission coatain information from Internationu! Regulatory Affairs that is confidential and/or legally
otivileged. The information is inteaded only for the use of the individual or catity named on the ransmission sheet. If you are not the intended
recipieat, you are hercby notified that any disclosure, copyine, distribution or taking of action in relisnce on the contexc of this faxed infoamation
is smictly prohibited. The documents should be returned 10 this office immudiately. In this regard. if you have received this Fax in error. please
goufy us immediately by telephone and we will arrange for the retura of the eriginal documents 10 us at na cost o you.
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April 11, 2001

NDA No. 20-527/5-017
Prempro™ (conjugated estrogens/medroxyprogesterone acetate tablets)
Premphase® (conjugated estrogens/medroxyprogesterone acetate tablets)

VIAFAX

Susan Allen, M.D.. Director

Division of Reproductive and Urologic Drug Products (HFD-550)

Office of Drug Evaluation I1I

Center for Drug Evaluation and Research 5
Food and Drug Administration
Parklawn Building, Room 17B-45 . )
5600 Fishers Lane

Rockville, MD 20857

Dear Dr. Allen:

Reference 1s made to NDA Noa. 20-527/8-017 tor PREMPRO (conjugated estrogens/
medroxyprogesterone acetate tablets). PREMPHASE (conjugated estrogens/ medroxyprogesterone
acetate tablets) submitted to DRUDP on June 15. 2000. Reference is also made to FDA's fax of April 4,
2001 that contained the Division’s draft labeling for this supplement as well as comments in regard to
Wyeth-Ayerst's proposal for a new proprietary name for the lower strength tablets.

Attached is Wyeth-Ayerst’s response to the Division’s April 4" fax. The major points in this draft
labeling are: ‘

» In the section titled “Information regarding effects on Vasomotor Symptoms™, a table named “A
Summary tabulation of the number of Hot Flushes™ was added as requested. We have also retained
the previously submitted chart which captures the information in the table because it demonstrates

that the effects of the drug begin as early as 2 weeks and we believe this information is important to
the preseriber.

e In the section titled “Information Regarding Effects On Vulvar and Vaginal Atrophy”, a table named
“Vaginal Maturation Index™ has been added to highlight the results seen at Cycles 6 and 13.

e In the section titled “Information Regarding Control of Bleeding”, we have retained the graphic
displays for both the Efficacy Evaluable and Intent to Treat populations for both the 0.625/2.5mg and
0.45/1.5mg strengths evaluated in the HOPE study. We understand the Division’s recommendations
about this section but believe our suggestion is also meaningful because the practicing physician
needs to understand the results achieved in both populations in order to appropriately prescribe the
drug. These data displays have been an important part of the approved Package Insert since the initial
launch of Prempro and we believe they are a key puit of the labeling.
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» Table 13 “Percent of Patients Reporting > 5% Treatment Emergent Adverse Events” has been
updated to reflect the information submitted to the Division on March 29, 2001.

e The Patient Package Insert has been revised extensively to comply with the Division's letter to

Wyeth-Ayerst dated February 21, 2001.

Please note that this draft labeling refers to the Prempru tradename for all strengths and we acknowledge
FDA’s recommendation that this should be the tradename for all strengths of CE/MPA. We would like to
Forther discuss this issue, from the prescriber’s perspective, at the earliest possible convenience.

7 you have eny questions regarding this submission, plcase contact me at (610) 902-3740.

Sincerely,

WYETH-AYERST LABORATORIES
7

Joséph S. Sonk, Ph.br
Assistant Vice President, Worldwide Regulatory Affairs
Global Therapeutic Area Head, Women's Health Care

Desk Copy ~ Diane Moore

S88.betv00!2



NDA 20-527/S-017

Conjugated estrogens and medroxyprogesterone acetate tablets, 0.3 mg/1.5 mg and
0.45 mg/1.5 mg

Wyeth-Ayerst Laboratories, Inc.

& Abuse Liability review

There is no abuse liability potential for this approved drug product. No abuse liability
review was performed for this supplemental application.

APPEARS THIS WAY
ON ORIGINAL



NDA 20-527/8-017

Conjugated estrogens and medroxyprogesterone acetate tablets, 0.3 mg/1.5 mg and
0.45 mg/1.5 mg

Wyeth-Ayerst Laboratories, Inc.

Microbiology Review

No microbiology review is required for oral Tablets.

APPEARS THIS WAY
ON ORIGINAL



NDA 20-527/S5-017

Conjugated estrogens and medroxyprogesterone acetate tablets, 0.3 mg/1.5 mg and
0.45 mg/1.5 mg
Wyeth-Ayerst Laboratories, Inc.

& DSI memo regarding GLP inspection

No GLP inspection was required for this efficacy supplemental application because all
dosage strengths of this product have previously been approved.

APPEARS THIS WAY
ON ORIGINAL



CONSULTATION RESPONSE
Office of Post-Marketing Drug Risk Assessment
(OPDRA; HFD-400)

.TE RECEIVED: ; » DUE DATE: OPDRA CONSULT #:
February 20, 2001 T March $, 2001 01-0045

TO: Susan Allen, M.D.
Director, Division of Reproductive and Urologic Drug Products
HFD-580

THROUGH: Diane Moore, Project Manager
HFD-580

PRODUCT NAME: MANUFACTURER: Wyeth-Ayerst Laboratories

(Conjugated Estrogens and
Medroxyprogesterone Acetate Tablets)
0.45 mg/1.3 mgand 0.3 mg/1.5 mg

NDA #: 20-527/SL-017

SAFETY EVALUATOR: Carol Holquist, R.Ph. c

SUMMARY: In response to a consult from the Division of Reproductive and Urologic Drug Products
(HFD-580). OPDRA conducted a review of the sponsor’s February 6, 2001 submission containing survey data in
<npport of reconsideration of the acceptability of a new proprietary name for a low dose version of the currently

keted “Prempro”. In addition, OPDRA reviewed the proposed labels and labeling for the new product
-..engths.

OPDRA RECOMMENDATION: The applicant has failed to provide persuasive evidence to minimize
OPDRA’s concern with regard to the addition of a new proprietary name for the lower strengths of this
combination product. OPDRA recommends the continued use of the previously approved proprietary name

PREMPRO for the new strengths with the addition of the strength modifiers as outlined in OPDRA consult 00-
0321.

Jerry Phillips, R.Ph. Martin Himmel, M.D.

Associate Director for Medication Error Prevention Deputy Director

Office of Post-Marketing Drug Risk Assessment Office of Post-Marketing Drug Risk Assessment
Phone: (301) 827-3242 B Center for Drug Evaluation and Research

Fax: (301)480-8173 Food and Drug Administration




Office of Post-Marketing Drug Risk Assessment
HFD-400; Rm. 15B03
Center for Drug Evaluation and Research

i PROPRIETARY NAME REVIEW
g -
DATE OF REVIEW: 'February 23, 2001
NDA NUMBER: 20-527/SL-017
NAME OF DRUG: - (Conjugated Estrogens and Medroxyprogesterone Acetate Tablets)

0.45 mg/1.5 mg and 0.3 mg/1.5 mg
NDA HOLDER: Wyeth-Ayerst Laboratories

L. INTRODUCTION

On June 15, 2000, the sponsor submitted a supplement (S-017) to NDA 20-527 for the addition of
two new strengths of the combination estrogen/progestin tablet currently marketed as PREMPRO.
Each PREMPRO tablet contains 0.625 mg conjugated estrogen (CE) and either 5 mg or 2.5 mg ef
medroxyprogesterone acetate (MPA). The new lower strength tablet will contain either 0.45 mg or
0.3 mg of conjugated estrogens and 1.5 mg of medroxyprogesterone acetate. )

On August 14, 2000, the Division requested OPDRA review the sponsor’s proposal for a new
proprietary name for the additional product strengths. The sponsor stated that there had been some
confusion in the marketplace with the currently marketed products PREMPRO/PREMPHASE and
the new tradename would resolve this conflict. However, OPDRA conducted a post-marketing
review on medication errors associated with PREMPRO and PREMPHASE on March 17, 2000
(OPDRA consult 00-0076), in which we concluded that the medication errors were attributed to
similar labeling rather than proprietary name contusion. Although some reports mentioned the
sound-alike/look-alike potential of these proprietary names, the majority of actual medication errors
involved complaints of similar packaging between PREMPRO and PREMPHASE and confusion
surrounding the use of an identical established name for both drug products. Based on this previous
consult, OPDRA concluded that the addition of a new name would not resolve the conflict regarding
confusion between these two products.
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The Division notified the sponsor of OPDRA’s decision. On November 10, 2000, the sponsor submitted
turther rationale for the proposal of a new tradename. OPDRA concluded that the sponsor did not
provide persuasive evidence to minimize the concern with regard to the addition of a new proprietary
name for the lower strengths of this combination product. OPDRA recommended the continued use of

the previously approVed proprietary name PREMPRO for the new strengths with the addition of the
strength modifiers agoutlined below.

PREMPRO 0.625/2.5
PREMPRO 0.625/5
PREMPRO 0.45/1.5

PREMPRO 0.3/1.5

We also recommended differentiating the product strengths with the use of contrasting color, boxing or
some other means.

On February 6. 2001 the sponsor submitted the results of three surveys which were conducted to further
support their proposal of the use of a new tradename for the low dose product. This consult is written in
response to the Division’s request to review and comment on this additional information provided to

support the sponsor’s proposal. In addition, we were requested to review the accompanying product
labels and labeling. :

RISK ASSESSMENT

A. The sponsor proposes the proprietary name, — _as the tradename for the new low dose CE/MPA
products to help physicians accurately prescribe the appropriate dosage of CE/MPA for their patients
since these new products contain a ditterent estrogen and progestin dosage than the marketed

PREMPRO products. Wyeth Ayerst conducted three separate surveys to further support the use of
this additional proprietary name.

1. Physician Survey

This survey was conducted from January 15, 2001 to January 17, 2001. One hundred and
thirty six (136) OB/GYN physicians responded to the survey via fax. Respondents were
asked a series of three questions:

Question 1: Do you believe that branding this new product, as Prempro would be confusion to both you and the
pharmacist in ensuring that the patient gets the appropriate dose?

The response rate was fairly equal among physicians surveyed. Seventy-three physicians
thought the use of the proprietary name Prempro would cause confusion to themselves as
well as pharmacists. However, sixty-three did not believe that branding the new strength, as
Prempro would be confusing. It is unclear from the information provided if the selected
physicians cuorrently prescribe Prempro on a routine basis.

(93]



Question 2: If this new lower dose combination HRT product were (o have a name other than Prempro, would
prescribing the product be less confusing?

Eighty-four physicians thought the use of another proprietary name would be less confusing.

Question 3: If tg product were given a name other than Prempro, do you believe it would also be less confusing
for the pharmacist and therefore you would field fewer pharmacist calls to determine the appropriate dose?

Ninety-four physicians believed that a new name would be less confusing and would require
fewer calls from the pharmacist for clarification.

In addition, a few physicians provided some product name recommendations such as

— i . It is important to note that although
practitioners stated a new proprietary name would be less confusing, the names that were
suggested contained the Prempro name.

Pharmacist Survey

One hundred and eleven retail pharmacies (73 independents and 38 chain) responded to this
survey which was conducted during a one-week period in January 2001. Participating
pharmacies were each faxed a brief survey asking their opinions on whether a new low dose
combination estrogen/progestin should be identified with a new brand name or be identiffnd
as Prempro 1.5/0.45 mg. Each participant was given the following statement as an ;

introduction to the research questions: Wyeth-Ayerst, the manufacturer of Premarin and Prempro, is

planning to introduce a new low dose HRT Conjugated Estrogen/MPA combination product. This new dose
would contain:

0.45 mg of conjugated estrogen
and
1.5 mg of MPA

This dosing is lower than the currently available Prempro (0.625 mg of conjugated estrogen/
2.5 mg of MPA).

Participants were requested to answer the following series of questions:

Question {: With respect to filling prescriptions for this new dosage, would you prefef, (please check one)
the new dosage be given its own brand name
OR
the new dosage be identified as “Prempro.45/1.5™

Sixty-nine percent (69%) of pharmacies surveyed responded “the new dosage be given its
own brand narhe”. The majority of pharmacies surveyed were retail pharmacies dispensing
greater than 1000 prescriptions per week. We recognize that in this type of setting with such
a demanding workload, pharmacists would have limited time to call prescribers to clarify
prescriptions that did not include the product strength on the prescription. However, dosage
clarifications can also provide the opportunity of a positive intervention, in that it allows the
pharmacist another chance to verify the correct drug with the prescriber prior to dispensing.



Question 2: Do you believe that branding this product as Prempro .45/1.5 would cause confusion among

pharmacists and physicians in ensuring that the patient gets the appropriate dose?
Yes

__No

Seventy-three percent (73%) responded yes. The majority of respondents were retail
pharmacies wWho dispensed a high volume of prescriptions (500 —1000) per week. In this
busy setting it-is difficult to ensure the accuracy of any medication dispensed.

Question 3: Which would provide greater confusion for pharmacists in dispensing prescriptions tor this new
product?

__New brand name
___ Prempro .45/1.5

Seventy-two percent (72%) responded Prempro .45/1.5. The majority of respondents were
pharmacies that dispensed a high volume of prescriptions (>1000) per week.

It is interesting that 66% of the pharmacies surveyed were independents. This type of
pharmacy is not representative of where the majority of prescriptions are tilled within the

United States. National chain pharmacies accounted for only 24% of the population of
pharmacies surveyed.

I

Qualitative Research Project Re
This research project was conducted in two phases, each phase included twenty physicians -
from different geographic locations during November 2000 and January 2001. The
physicians were divided between OB/GYNs and Primary Care Physicians (PCPs) in office
based practices that were high prescribers for HRT. A summary of the findings was the only
item provided for review. The sponsor did not provide detailed information on how the
physicians were interviewed or what questions that were asked.

The majority of physicians preferred retaining the Prempro name. They believed this name
would be less confusing and easier to remember. Retention of the product name, Prempro,
signaled that the product contained the same components with a different dosage. Those that
did prefer the new name, — , cited that fact that they currently received phone calls from
pharmacies requesting clarification on the dosages. '

Although dosage clarifications can be considered an inconvenience, OPDRA believes they
can also provide the opportunity of a positive intervention, in that it allows the pharmacist
another chance to verify the correct drug with the prescriber prior to dispensing.

It is important to note that although physicians did not like having to include the specific
dosages most were in the habit of doing so already. They stated it was easier to learn the
dosages that to remember a new name.

We can conclude from the surveys that most physicians preferred the retention of the
proprietary name Prempro or some variation of this name for the same reasons we stated in
our previous consult (launching the new low dose CE/MPA products under a new tradename
is misleading to health care professionals, in that it infers a different product, launching under
the existing PREMPRO tradename, would require physicians to designate the CE dosage and



the MPA dosage when prescribing the desired dose, and that this would eliminate the past
confusion demonstrated when these descriptors were missing from the ordering process).

In addition, pursuant to a December 1, 2000, CDER policy meeting with the Center Director,
Janet Woodcock, M.D. and senior management, OPDRA will no longer recommend approval
of different propriktary names by the same applicant or manufacturer for products that are
essentially identical unless there is a public health risk or stigma associated with the use of the

drug product. The Agency is concerned with the proliferation of proprietary names for the
following reasons:

Safety Concerns:

s  Overdose: Practitioners may become confused and not understand that the two products
(with 2 different trade names) are identical. This may increase the risk of a patient being
prescribed the same drug product by difterent physicians, resulting in an overdose.

e  Medication errors: The creation of a new proprietary name for a new strength of an
essentially identical drug product adds unnecessarily to the growing number ot
proprietary names in the United States. This proliferation of numerous proprietary names
may increase the likelihood of occurrence of medication errors resulting in patient injury
due to sound-alike and/or look-alike confusion between products.

e Confusion/Misleading: Trivialization of the adverse events and risks associated with the
use of different proprietary names for the same active moiety. Patients may be falsely ~
assured that the medication does not carry significant risks because the FDA has allowed -
its use for a relatively benign condition. )

Other Concerns:

o  False Inference: The separate proprietary name infers that there is a unique efficacy that
is deserving of a separate name, when in fact this is not true.

e Management of ADE: The increasing complexity to manage (regulatory) reports of
adverse drug events associated with one active ingredient with 2 or more proprietary
names.

o Labeling Implications and Agency Burden: The approval of a NDA supplement for an
essentially identical drug product will have a negative impact on Agency and Industry
resources. There are several consequences with the labeling and packaging of two
identical drug products with two different proprietary names. A separate ANDA would
be required for each referenced drug, thus increasing the time expenditure for OGD
chemistry and bioequivalency reviews as well. Two different proprietary names within
one NDA would require two sets of labeling. Once an NDA patent expires, a generic
applicant would have to decide whether or not to file a new ANDA in order to market the
“same product” for another strength.

e  Pharmacy Burden: The proliferation of numerous proprietary names for the same active
ingredient places an inventory and storage burden on pharmacies and pharmacists.

We believe there are no public health risks or stigmas associated with the use of one
proprietary name for this drug product. Therefore, the safe use of this product is best
managed under one proprietary name.
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B. LABELING, PACKAGING, AND SAFETY RELATED ISSUES

CONTAINER LABEL and CARTON LABELING

We recommend differentiating the product strength with the use of boxing contrasting colors or
somie other meank: It may be advantageous to color code the labels and labeling in a similar manner
as Premarin where the color used to differentiate the labels and labeling match the color of the tablet.

COMMENTS TO BE PROVIDED TO SPONSOR

We recommend differentiating the product strengths with the use of boxing contrasting colors or some
other means. It may be advantageous to color code the labels and labeling in a similar manner as
Premarin where the color used to differentiate the labels and labeling match the color of the tablet.

RECOMMENDATIONS

The applicant has failed to provide persuasive evidence to minimize OPDRA’s concern with regard to
the addition of a new proprietary name for the lower strengths of this combination product. OPDRA
recommends the continued use of the previously approved proprietary name PREMPRO for the new
strengths with the addition of the strength modifiers as previously suggested.

OPDRA would appreciate feedback of the final outcome of this consult. We are willing to meet with the
Division for further discussion as well. If you have any questions concerning this review, please contact
the project manager, Sammie Beam, R.Ph,, at 301-827-3231.

Carol Holquist, R.Ph.
Safety Evaluator
Office of Postmarketing Drug Risk Assessment (OPDRA)

Concur:

Jerry Phillips, R.Ph. -
Associate Director for Medication Error Prevention
Office of Postmarketing Drug Risk Assessment (OPDRA)



Carol Holquist
3/5/01 12:16:27 PM
= PHARMACIST |

'»"lv..v

Jerry Phillips
3/5/01 12:24:15 PM
DIRECTOR

Martin Himmel
3/8/01 12:20:23 PM
MEDICAL OFFICER
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CONSULTATION RESPONSE
Office of Post-Marketing Drug Risk Assessment

: (OPDRA; HFD-400)
;_ .
DATE RECEIVED: ’ DUE DATE.: OPDRA CONSULT #:
February 20, 2001 March 5, 2001 00-0076-2

TO: Susan Allen, M.D.

Director, Division of Reproductive and Urologic Drug Products

HFD-580

THROUGH: Diane Moore, Project Manager
HFD-580

PRODUCT NAME:

PREMPRO™ (Conjugated Estrogens and
Medroxyprogesterone Acetate Tablets) 0.625 mg/2.5
mg and 0.625 mg/5 mg

PREMPHASE® (Conjugated Estrogens Tablets
0.623 mg and Conjugated Estrogens and '
Medroxyprogesterone Acetate Tablets

© 623 mg/5 mg)

NDA #: 20-527/S-018

MANUFACTURER:

Wyeth-Ayerst Laboratories, Inc.

SAFETY EVALUATOR: Carol Holquist. R.Ph.

SUMMARY: This consult was written in response to a request from the Division of Reproductive and Urologic
Drug Products, to review and comment on the revised container label, carton and insert labeling of Prempro and
Premphase in response to an OPDRA post-marketing consult that described 15 cases of medication error due to

similar labeling.

OPDRA RECOMMENDATION: After review of the information submitted by the sponsor, OPDRA has

provided further labeling revisions (see review).

Jerry Phillips, R.Ph.

Associate Director for Medication Error Prevention
Office of Post-Marketing Drug Risk Assessment
Phone: (301) 827-3242

Fax: (301)480-8173

Martin Himmel, M.D.

Deputy Director

Office of Post-Marketing Drug Risk Assessment
Center for Drug Evaluation and Research
Food and Drug Administration
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CONSULTATION RESPONSE
Office of Post-Marketing Drug Risk Assessment

. (OPDRA; HFD-400)
DATE RECEIVED: T DUE DATE: OPDRA CONSULT #:
November 20, 2000 January 16, 2001 00-0321
TO: Susan Allen, M.D.
Director, Division of Reproductive and Urologic Drug Products

HFD-580

THROUGH: Diane Moore, Project Manager
HFD-580

PRODUCT NAME: «weem MANUFACTURER:  Wyeth-Ayerst Laboratories, Inc.
(Conjugated Estrogens and
Medroxyprogesterone Acetate Tablets)

NDA #: 20-527/S-017
SAFETY EVALUATOR: Carol Holquist, R.Ph. -
> _a

SUMMARY: This consult was written in response to a request from the Division of Reproductive and Urologic
Drug Products, to review and comment on the sponsor’s request for reconsideration of the acceptability of a new
proprietary name for a low dose version of the currently marketed “Prempro”.

IPDRA RECOMMENDATION: Afier review of the information submitted by the sponsor, OPDRA does not
recommend the use of a new proprietary name for this drug product.

Jerry Phillips, R.Ph. Martin Himmel, M.D.

Associate Director for Medication Error Prevention Deputy Director

Office of Post-Marketing Drug Risk Assessment Office of Post-Marketing Drug Risk Assessment
Phone: (301) 827-3242 Center for Drug Evaluation and Research

Fax: (301)480-8173 Food and Drug Administration




Office of Post-Marketing Drug Risk Assessment
HFD-400; Rm. 15B03

R ) . Center for Drug Evaluation and Research

. "~ PROPRIETARY NAME REVIEW

DATE OF REVIEW: December 20, 2000
NDA NUMBER: 20-527/S-017
NAME OF DRUG: —
(Conjugated Estrogens and Medroxyprogesterone Acetate Tablets)
NDA HOLDER: Wyeth;A)'erst Laboratories
L. INTRODUCTION

On June 15, 2000, the sponsor submitted a supplement (S-017) to NDA 20-527 for the <
addition of two new strengths of the combination estrogen/progestin tablet currently marketed -
as PREMPRO. Each PREMPRO tablet contains 0.625 mg conjugated estrogen (CE) and N
either 5 mg or 2.5 mg of medroxyprogesterone acetate (MPA). The new lower strength tablet
will contain either 0.45 mg or 0.3 mg of conjugated estrogens and 1.5 mg of
medroxyprogesterone acetate.

On August 14, 2000, the Division requested OPDRA review the sponsor’s proposal for a new
proprietary name for the additional product strengths. The sponsor stated that there had been
some confusion in the marketplace with the currently marketed products
PREMPRO/PREMPHASE and the new tradename would resolve this conflict. However,
OPDRA conducted a post-marketing review on medication errors associated with PREMPRO
and PREMPHASE on March 17, 2000 (OPDRA consult 00-0076), in which we concluded that\
_- the medication errors were attributed to similar labeling rather than proprietary name { —

confusion. Although some reports mentioned the sound-alike/look-alike potential of these
proprietary names, the majority of actual medication errors involved complaints of similar

.~ packaging between PREMPRO and PREMPHASE and confusion surrounding the use of an
identical established name for both drug products. Based on this previous consult, OPDRA
concluded that the addition of a new name would not resolve the conflict regarding confusion
between these two products.

The Division notified the sponsor of QPDRA’s decision. On November 10, 2000, the sponsor
submitted further rationale for the proposal of a new tradename. This consult is written in
response to the Division’s request to review and comment on this additional information provided
to support the sponsor’s proposal.
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I1.

PRODUCT INFORMATION

Prempro therapy consists of a single tablet containing 0.625 mg of the conjugated estrogens
and 2.5 mgor5 mg‘of medroxyprogesterone acetate for oral administration. Prempro is
indicated in wometf’_with an intact uterus for the treatment of moderate to severe vasomotor
symptoms associated with the menopause, ‘ vulvar and vaginal atrophy, and the
prevention of osteoporosis.

RISK ASSESSMENT

The sponsor proposes the proprietary name. == _as the tradename for the new low dose
CE/MPA products to help physicians accurately prescribe the appropriate dosage of CE/MPA
for their patients since these new products consist of different estrogen and progestin dosages
than the marketed PREMPRO products. The following represents their rational and OPDRA’s
response to this rational.

A. SPONSOR COMMENT
The initial NDA for PREMPRO/PREMPHASE single combined tablets (NDA 20-527)
was approved in November 1995. Because 0.625 mg/2.5 mg was the only dosage
approved for PREMPRO initially, physicians became accustomed to prescribing’
PREMPRO without a dosage designation. With the approval of PREMPRO ‘_f
0.625 mg/S mg in January 1998, it became necessary for physicians to designate the -
dosage for MPA (2.5 or 5 mg) when prescribing PREMPRO. Experience with
PREMPRO has revealed that despite our efforts in educating physicians on the need to
designate the dosage, confusion exists among physicians when designating the dosage
of PREMPRO i.e., the MPA dosage is not always designated. This has resulted in
dosage clarifications with physicians by pharmacists.

OPDRA RESPONSE

Dosage clarifications between physicians and pharmacists are not uncommon with any
drug product especially when multiple strengths are involved. Although dosage
clarifications can be considered an inconvenience, they can also provide the
opportunity of a positive intervention, in that it allows the pharmacist another chance to
verify the correct drug with the prescriber prior to dispensing.

We believe that the addition of the new lower strengths would require physicians to
practice better prescribing habits with this drug product. Physicians would have to
include the dosage of each ingredient on the prescription or they will be overwhelmed
with telephone calls from other health care practitioners regarding strength
clarification.



SPONSOR COMMENT

We believe it is important from a prescribing prespective to differentiate the low
dose CE/MPA products from PREMPRO 2.5 and 5. The introduction of low dose
CE/MPA 085/ 1.5 and 0.3/1.5 using the tradename PREMPRO would cause even
further confusion in prescribing the desired dosage. Contrary to PREMPRO 2.5
and PREMPRO 5, which differ in MPA dosage, the proposed dosages for Low
Dose CE/MPA differ in the dose of CE only. If the new low dose CE/MPA
products are launched under the existing PREMPRO tradename, it would require
physicians to designate the CE dosage and the MPA dosage when prescribing the
desired dose, i.e., 4 products consisting of 3 different strengths of CE in
combination with 3 different strengths of MPA would be available as PREMPRO.
It would be difficult to educate physicians to change their prescribing habits in an
environment where prescribing practice has already been established tor
PREMPRO, i.e.,, PREMPRO 2.5 or PREMPRO 5. Keeping in line with FDA’s
announcement of plans to publish a draft guidance on Evaluating Proprietary
Names in order to avoid medication errors, published in The Pink Sheet, March 27,
2000, the tradename wemm | is being proposed for the new low dose CE/MPA
products to differentiate the fow dose products from PREMPRO and thus avoid
further dosage confusion. For the low dose CE/MPA products, physicians may
designate the dose by prescribing the dose of CE, i.e., “wmam  0.45 mg or -
e (.3 mg.; ' -

OPDRA RESPONSE

The sponsor states that “it would be difficult to educate physicians to change their
prescribing habits in an environment where prescribing practice has already been
established for PREMPRO, i.e., PREMPRO 2.5 or PREMPRO 5”. This statement
contradicts the sponsors previous statement that “despite our efforts in educating
physicians on the need to designate the dosage, confusion exists among physicians when
designating the dosage of PREMPRO i.e., the MPA dosage is not always designated”.
Thus, demonstrating there is no clearly established prescribing practice for PREMPRO.

OPDRA believes launching the new low dose CE/MPA products under a new tradename
is misleading to health care professionals, in that it infers a different product. Launching
under the existing PREMPRO tradename, would require physicians to designate the CE
dosage and the MPA dosage when prescribing the desired dose. This would eliminate the
past confusion-demonstrated when these descriptors were missing trom the ordering
process. OPDRA recommends including the labeled amount of each active ingredient in
conjunctiorf with the proprietary name as follows:

PREMPRO 0.625/2.5
PREMPRO 0.625/5
PREMPRO 0.45/1.5

PREMPRO 0.3/1.5



We also recommend differentiating the product strengths with the use of contrasting color,
boxing or some other means.

SPONSOR € OMMENT

In evalvating this proposal it is requested that the committee take into consideration that
separate tradenames for products with the same active ingredients, but different dosages,
have previously been approved. The list includes: oral contraceptive products such as
Nordette and Alesse, Ortho-Novum 1/35 and Modicon, Norinyl and Brevicon and the
rheumatoid and osteoarthritic drugs, Orudis and Oruvail.

OPDRA RESPONSE

We recognize that separate tradenames for products with the same active ingredients have
been approved by the Agency in the past. However, new policies and procedures involving
proprietary name reviews have been implemented since approval of the above reterenced
products. The Agency routinely discourages the addition of a separate tradename for
products containing the same active ingredients for the following reasons:

=The creation of another proprietary name for a new strength or indication adds
unnecessarily to the growing number of tradenames in the United States, thus
creating additional safety concems.

=>OPDRA believes that having 2 tradenames by the same manufacturer, for the ‘
same bioequivalent drug product is misleading to health care professionals, in that
it infers a different product.

Orudis and Oruvail contain the same active ingredient “Ketoprofen”. However, Orudis 1s
an immediate release capsule and Oruvail is an extended-release capsule, each requiring
different dosages and dosing intervals (three times daily and once daily). Under current
guidelines the use of a modifier would be the acceptable alternative to a new tradename.

OPDRA believes the use of different proprietary names with regard to oral contraceptives
is important. There are numerous combination oral contraceptive products on the market
with varying cyclic phase administration making it impossible for health care providers to
keep track of the amount of the active ingredient contained in each of the different
formulations. Most health care providers are dependent on the proprietary name to identify
the product rather than utilizing the established name for product recognition.

Prempro differs,A in that the active ingredients are well established and the product
can clearly be identified by the established name. OPDRA believes that the
addition of another proprietary name will further complicate matters.



III. RECOMMENDATIONS

The applicant has fhiled to provide persuasive evidence to minimize OPDRA’s concern with
regard to the additibn of a new proprietary name for the lower strengths of this combination
product. OPDRA recommends the continued use of the previously approved proprietary name
PREMPRO for the new strengths with the addition of the strength modifiers as outlined above.

OPDRA would appreciate feedback of the final outcome of this consult. We are willing to meet
with the Division for further discussion as well. If you have any questions concerning this review,
please contact Carol Holquist, R.Ph. at 301-827-3244.

Carol Holquist, R.Ph.
Safety Evaluator
Office of Postmarketing Drug Risk Assessment (OPDRA)

Concur:

Jerry Phillips, R.Ph.
Associate Director for Medication Error Prevention
Office of Postmarketing Drug Risk Assessment (OPDRA)

', APPEARS THIS WAY
ON ORIGINAL



Carol Holquist
1/4/01 04:05:44 PM
MEDICAL OFFICER

Jerry Phillips
1/5/01 10:47:30 AM
DIRECTOR

this document has been previously signed off
Martin Himmel

1/9/01 01:37:51 PM
MEDICAL OFFICER

ARS THIS WAY
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NDA 20-527/8-017

Conjugated estrogens and medroxyprogesterone acetate tablets, 0.3 mg/1.5 mg and
0.45 mg/1.5 mg

Wyeth-Ayerst Laboratories, Inc.
*

Status of Advertising

No advertising material has been submitted. It is requested in the approval letter.

APPEARS THIS Wi
ON ORIGINAL



& Minutes of Teleconference
Date: April 10, 200} ' Time: 11:30 AM-12:00 PM Location: Parklawn; Room 17 B43

NDA: 20-527/S-017 Drug Name: (conjugated estrogens (CE)/medroxyprogesterone acetate

(MPA) tablets, 0.45 mg CE/1.5 mg MPA and 0.3 mg
CEE/1.5mg MPA

Type of Meeting: Clinical Pharmacology and Biopharmaceutics Guidance
External Constituent: Wyeth-Ayerst Research

Meeting Chair: Dr. Ameeta Parekh

Meeting Recorder: Ms. Diane Moore

FDA Attendees:

Diane Moore — Regulatory Project Manager Division of Reproductive and Urologic Drug Products
(DRUDP; HFD-580)

Moo-Jhong Rhee, Ph.D. - Chemistry Team Leader, Division of New Drug Chemistry II (DNDC II)
@ DRUDP (HFD-580)

David Lin, Ph.D. - Chemist, DNDC II @ DRUDP (HFD-580)

Ameeta Parekh, Ph.D. - Pharmacokinetic Team Leader, Office of Clinical Pharmacology and
Biopharmaceutics (OCPB) @ DRUDP (HFD-580)

Johnny Lau, R.Ph., Ph.D. — Pharmacokinetic Reviewer, OCPB @ DRUDP (HFD-580)

External Participants:

Chang Lee— Wyeth-Ayerst Laboratories

Nirdosh Jagota, Ph.D. — Director, Chemistry, Manufacturing and Quality Control, Wyeth-Ayerst
Robin Enever, Ph.D. - Vice President, Pharmaceutics and Process R&D, Wyeth-Ayerst Laboratories
John T. Carrano - Senior Director, Analytical Research & Development, Wyeth-Ayerst Laboratories

Background: The Division of Reproductive and Urologic Drug Products (DRUDP) sent Wyeth-Ayerst
a letter dated April 4, 2001, outlining deficiencies in the Human Pharmacokinetics and Bioavailability
section of the pending supplemental application for the 0.45 mg CE/1.5 mg MPA strength product.

Meeting Objective:
To discuss the medroxyprogesterone acetate (MPA) in vitro dissolution method and specifications.

Discussion Items:

o the Agency encourages the sponsor to use the in vitro dissolution apparatus to develop the MPA
dissolution method

e the March 20, 1997, submission concerns the USP dissolution Apparatus 3 for the 0.625 mg CE/5.0
mg MPA and 0.625 mg CE/2.5 mg MPA oral tablets

e aPhase 4 commitment is needed for the sponsor to develop an MPA dissolution method for the
combination 0.625 mg and 0.45 mg CE products using the dissolution apparatus rather than the
disintegration apparatus '



NDA 20-527/S-017 Pa
Minutes of Teleconference— April 10, 2001 /

e the sponsor suggested the use of ===  (commercially available vessels with a dimple at the

bottom) because the dissolution values using these vessels appear to be similar to the immediate

dissolving producténd_ values using the existing apparatus do not give meaningful dissolution values
o the use of w= - . have been explored for lower doses of MPA; similar data with .

for higher doses of MPA are needed

e the sponsor estimates that it will take four months to complete the preliminary results from the
feasibility studies
e the 24-month stability data on 1.5 mg MPA was tested on Apparatus 3; the Division noted that

Apparatus 3 is a disintegration apparatus, not a dissolution apparatus; the sponsor did not try
Apparatus | or Apparatus 2 for 1.5 mg MPA

o following the USP acceptance table, == means that all six tablets at Stage 1 cannot be less than
~~ .herefore, a specification of Not Less Than = is acceptable

s because there is some inconsistency with some of the USP monographs, the sponsor is directed to
reference Chapter 711 in the USP 24 for dissolution information (page 1943)

Decisions reached:

o the Agency requests more information, including preliminary in vitro dissolution results, for the
higher doses of MPA from the combination products using a dissolution apparatus

e the sponsor agreed to send a proposal regarding the specifications for MPA to the Division in

response to the April 4, 2001 letter -

e the Division will have comments for the sponsor after review of the proposal and the data; the
direction to proceed can be determined upon receipt of the Division’s comments

e after determining the feasibility of the data, the sponsor will submit a commitment to test batches
within a specific time frame in order to determine specifications for the MPA

e once the feasibility studies are completed, the time frame for the completion of the Phase 4
commitment can be decided; the Phase 4 commitment should include the conditions, specific data
and a description of the method and data obtained from other equipment testing; the sponsor should
provided data including the schematics and a diagram of the ? ~—=e  apparatus

e the sponsor agreed to commit to perform the feasibility testing for dissolution methodology by four
months post approval of the low dose (1.5 mg) MPA

Action Items:

o [Item: Responsible Person: Due Date:
e submit response to April 4, 2001 letter Wyeth-Ayerst 24 hours

¢ send sponsor final meeting minutes DRUDP 1 month
Signature, minutes preparer Concurrence, Chair

Note to sponsor: These minutes are the official minutes of the meeting. You are responsible for
notifying us of any significant differences in understanding you may have regarding the meeting
outcomes.

drafted: dm/4.10.01/N20527/S017TC410201

Concurrence:



NDA 20-527/8-017
Minutes of Teleconference— April 10, 2001

J.Best, D.Lin, J.Lau, A.Parekh, M.Rhee 4.11.01

¥

':‘ .

APPEARS THIS WAY
ON ORIGINAL



Diane V. Moore
4/11/01 05:24:52 PM

¥

Ameeta Parekh &
4/12/01 08:23:23 AM -
I concur '

APPEARS THIS WAY
ON ORIGINAL



041201 THU 09:10 FAX 6109643832 WYETH-AVERST L0608

12 April 2001
Conjugated Estrogens/MPA Low Dose
* Response to FDA

-Question 2: 5’, ‘

Your proposed medroxyprogesterone acetate in vitro dissolution method via USP
disintegration apparatus is acceptable on an interim basis. The recommended
medroxyprogesterone acetate specification for the 0.45 mg conjugated estrogens/1.5 mg
medroxyprogesterone acetate and 0.3 mg conjugated estrogens/1.5 mg
medroxyprogesteronc acetate oral tablets are as follows:

Time % Medroxyprogesterone Acetate Released

30 minutes Notless vem

Please develop medroxyprogesterone acetate dissolution methods via the USP in vifro
dissolution apparatuses (basket and paddle) for the 0.45 mg conjugated estrogens/1.5 mg
medroxyprogesterone acetate and 0.3 mg conjugated estrogens/1.5 mg

medroxyprogesterone acetate tablets as well as the other approved strengths of conjugated
estrogens and medroxyprogesterone acetate tablets. The final dissolution specifications for &
the medroxyprogesterone acetate components of the 0.45 mg conjugated estrogens/1.5 mg -
medroxyprogesterone acetate and 0.3 mg conjugated estrogens/1.5 mg '
medroxyprogesterone acetate tablets will be based on data via the USP in vitro dissolution
apparatus.

Response:
Wyeth-Ayerst agrees to accept the FDA’s proposal to change the dissolution sampling time from

45 to 30 minutes. Note also that the current proposed NDA dissolution value of — _}is now
expressed as Not less than == _, in agreement with the FDA proposal. (An Q)
value corresponds to a USP <711> Stage 1 acceptance criterion of not less than === The
revised NDA specification pages attached in the response to Question 1 incorporate this change.

Wyeth-Avyerst has in the past attempted to devise dissolution methodology using USP <711>
Apparatus 1 or 2. The intent of the initial study was to provide a method which reflected the
immediate release characteristics of the comparator market product MPA tablet. Conventional
USP apparatus yielded dissolution results up to 12 hours, having no relation to in vivo
performance of the prodnct. Wyeth-Ayerst has further investigated the use of USP Apparatus 2

using === (Atechnical drawing 0f 3 e is provided following this
response.) Preliminary work indicates that the use of this standard USP dissolution method will
provide an appropriate dissolution method, When e are employed. The company

commits to conduct a dissolution feasibility study and to provide to the FDA the following
information approximately 4 months after approval of this supplemental application:

1. A copy or a summary of the new analytical dissolution method for the MPA
component of the CE/MPA 0.45/1.5 mg combination tablet.
2. Preliminary dissolution data.

Restricted 0N 3
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Active ingredent(s)

Strength(s)

Trade Name

Dosage Form

Applicant Firm Name
NDA Number

Approval Date

Exclusivity - Date first
ANDA could be submitted

or approved and length of
exclusivity period

Applicable patent numbers
and expiration date of each

Amended Patent/E. _sivity Information R

Conjugated estrogens and /
medroxyprogesterone acetate

1. 0.45 mg conjugated estrogens
plus 1.5 mg medroxyprogesterone acetate -- administered continuously

2. 0.3 mg conjugated estrogens
plus 1.5 mg medroxyprogesterone acetate -- administered contiwqgsly

To be determined

Tablets, Oral
Wyeth-Ayerst Laboratories
20-527

to be determined

Pursuant to Section 505(j)(4)(D)(ii) and
505(c)(3)(D)(ii) of the Federal Food, Drug,

and Cosmetic Act, no ANDA may be approved
with an effective date which is prior to 3 years
after the date of approval of this NDA Supplement

« U.S. Patent No. Re. 36,247

Expiration Date: May 2, 2006
* U.S. Patent No. 5,547,948

Expiration Date: January 17, 2015
* U.S. Patent No. 5,210,081

Expiration Date: February 26, 2012

Xapuj
VdW/4D

T WHLL]

1onuapifuo)
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EXCLUSIVITY SUMMARY for NDA # 20-527 SUPPL # 017

L 3

Trade Name _Prempro Generic Name _conjugated
estrogens/medrOxyprogesterone tablets 0.45/1.5 mg
Applicant Name . Wyeth-Ayerst Laboratories HFD-580

Approval Date

PART I: IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for all original
applications, but only for certain supplements. Complete
Parts II and III of this Exclusivity Summary only if you

answer "YES" to one or more of the following questions about
the submission.

a) Is it an original NDA? YES/ / NO / X /

b) Is it an effectiveness supplement? YES / X / NO / /

s

If yes, what type(SEl, SE2, etc.)? SE2

c) Did it require the review of clinical data other than to
support a safety claim or change in labeling related to
safety? (If it required review only of bicavailability
or bioequivalence data, answer "NO.")

YES / X / NO /_ _/

If your answer is "no" because you believe the study is a
bicavailability study and, therefore, not eligible for
exclusivity, EXPLAIN why it is a biocavailability study,
including your reasons for disagreeing with any arguments
made by the applicant that the study was not simply a
bicavailability study.

If it is” a supplement requiring the review of clinical
data but it is not an effectiveness supplement, describe
the change or claim that is supported by the clinical
data:

Page 1



d) Did the applicant request exclusivity?
YE‘% / X _/ No /_/

If the answer to (d) is "ves," how many years of
exclusivity did the applicant request?

3 years

e) Has pediatric exclusivity been granted for this Active
Moiety?

YES /__/ NO / X /

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO
DIRECTLY TO THE SIGNATURE BLOCKS ON Page 9.
Y
2. Has a product with the same active ingredient(s), dosage form,
strength, route of administration, and dosing schedule -
previously been approved by FDA for the same use? (Rx to OTC)
Switches should be answered No - Please indicate as such).

YES /___/ NO / X/

If yes, NDA # Drug Name

If yes, NDA # Drug Name

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON Page 9.

3. Is this drug product or indication a DESI upgrade?

YES /__/ NO / X/

IF THE ANSWER TO QUESTION 3 IS "YES," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON Page 9 (even if a study was required for the
upgrade) .

Page 2
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PART II: FIVE-GEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES
(Answer either #1 or #2, as appropriate)

1. Single active ingredient product.

Has FDA previously approved under section 505 of the Act any
drug product containing the same active moiety as the drug
under consideration? Answer "yes" if the active moiety
(including other esterified forms, salts, complexes, chelates
or clathrates) has been previously approved, but this
particular form of the active moiety, e.g., this particular
ester or salt (including salts with hydrogen or coordination
bonding) or other non-covalent derivative (such as a complex,
chelate, or clathrate) has not been approved. Answer "no" if
the compound requires metabolic conversion (other than
deesterification of an esterified form of the drug) to produce__
an already approved active moiety. -

YES /___/ NO /__/ -

If "yes," identify the approved drug product(s) containing the
active moiety, and, if known, the NDA #(s).

NDA #

NDA #

NDA #

2. Combination product.

If the product contains more than one active moiety (as
defined in Part II, #1), has FDA previously approved an
application under section 505 containing any one of the active
moieties in the drug product? If, for example, the
combination contains one never-before-approved active moiety
and one previously approved active moiety, answer "yes." (An
active moiety that is marketed under an OTC monograph, but
that was never approved under an NDA, is considered not
previously approved.)

YES / X _/ NO /__/

If "yes," identify the approved drug product (s) containing the
active moiety, and, if known, the NDA #(s).

Page 3



NDA # 4-782 Premarin

NDA # 20—3‘5' Prempro/Premphase

NDA # 11-839 Provera

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO

DIRECTLY TO THE SIGNATURE BLOCKS ON Page 9. IF "YES," GO TO PART
III.

PART III: THREE-YEAR EXCLUSIVITY FOR NDA'S AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or
supplement must contain "reports of new clinical investigations
(other than biocavailability studies) essential to the approval of
the application and conducted or sponsored by the applicant."

This section should be completed only if the answer to PART II,
Question 1 or 2, was "yes."

1. Does the application contain reports of clinical
investigations? (The Agency interprets "clinical
investigations" to mean investigations conducted on humans
other than bioavailability studies.) If the application
contains clinical investigations only by virtue of a right of
reference to clinical investigations in another application,
answer "yes," then skip to question 3(a). If the answer to
3(a) is "yes" for any investigation referred to in another

application, do not complete remainder of summary for that
investigation.

YES / X_/ NO /__ /

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON Page 9.

2. A clinical investigation is "essential to the approval" if the
Agency could not have approved the application or supplement
without relying on that investigation. Thus, the
investigation is not essential to the approval if 1) no
clinical investigation is necessary to support the supplement
or application in light of previously approved applications
(i.e., information other than clinical trials, such as
bicavailability data, would be sufficient to provide a basis
for approval as an ANDA or 505(b) (2) application because of
what is already known about a previously approved product), or

Page 4
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2) there are published reports of studies (other than those
conducted or, sponsored by the applicant) or other publicly
available data that independently would have been sufficient
to support dbproval of the application, without reference to
the clinical investigation submitted in the application.

For the purposes of this section, studies comparing two

products with the same ingredient (s) are considered to be
biocavailability studies.

(a) In light of previously approved applications, is a
clinical investigation (either conducted by the
applicant or available from some other source,
including the published literature) necessary to
support approval of the application or supplement?

YES / X / NO /_ /

APPEARS THIS WAY
ON ORIGINAL
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If "go," state the basis for your conclusion that a
clin'cal trial is not necessary for approval AND GO
DIRECTLY TO SIGNATURE BLOCK ON Page 9:

(b) Did the applicant submit a list of published studies
relevant to the safety and effectiveness of this drug
product and a statement that the publicly available

data would not independently support approval of the
application?

YES /___ / NO / X_ /
(1) If the answer to 2(b) is "yes," do you personally
know of any reason to disagree with the applicant's
conclusion? If not applicable, answer NO.

YES /__/ NO /. X /

If yes, explain:

(2) 1If the answer to 2(b) is "no," are you aware of
published studies not conducted or sponsored by the
applicant or other publicly available data that could
independently demonstrate the safety and effectiveness
of this drug product?

YES / __/ NO / X_ /

If yes, explain:

(c) If the answers to (b) (1) and (b) (2) were both "no,"
identify the clinical investigations submitted in the
application that are essential to the approval:

Investigation #1, Study # Protocol No. 713B-309-US
- {the HOPE study)

Investigation #2, Study #

Investigation #3, Study #

3. In addition to being essential, investigations must be "new"
to support exclusivity. The agency interprets "new clinical

Page 6



investigation" to mean an investigation that 1) has not been
relied on by the agency to demonstrate the effectiveness of a
previously approved drug for any indication and 2) does not
duplicate tﬁg';esults of another investigation that was relied
on by the agency to demonstrate the effectiveness of a
previously approved drug product, i.e., does not redemonstrate
something the agency considers to have been demonstrated in an
already approved application.

(a) For each investigation identified as "essential to the
approval," has the investigation been relied on by the
agency to demonstrate the effectiveness of a previously
approved drug product? (If the investigation was relied

on only to support the safety of a previously approved
drug, answer "no.")

Investigation #1 YES /_ _/ NO / X/
Investigation #2 YES / / NO / /
Investigation #3 YES / / NO / /

If you have ‘answered "ves" for one or more
investigations, identify each such investigation and the
NDA in which each was relied upon:

NDA # Study #
NDA # Study #
NDA # Study #

(b) For each investigation identified as "essential to the
approval," does the investigation duplicate the results
of another investigation that was relied on by the agency
to support the effectiveness of a previously approved
drug product? ‘

Page 7



Investigation #1 YES / / NO / X /

Invest%?ation #2 YES / / NO /  /
Investigation #3 YES / / NO /  /

If you have answered "yes" for one or more

investigations, identify the NDA in which a similar
investigation was relied on:

NDA # Study #
NDA # Study #
NDA # Study #

(c) If the answers to 3(a) and 3(b) are no, identify each

"new" investigation in the application or supplement that
is essential to the approval (i.e., the investigations
listed in #2(c), less any that are not “new"):

Investigation Study # Protocol No. 713B-309-US(the HOPE -
' study)

Investigation # , Study #

Investigation #__, Study #

. To be eligible for exclusivity, a new investigation that is
essential to approval must also have been conducted or
sponsored by the applicant. An investigation was "conducted
or sponsored by" the applicant if, before or during the
conduct of the investigation, 1) the applicant was the sponsor
of the IND named in the form FDA 1571 filed with the Agency,
or 2) the applicant (or its predecessor in interest) provided
substantial support for the study. Ordinarily, substantial

support will mean providing 50 percent or more of the cost of
the study.

Page 8



(a). For gach investigation identified in response to
question 3(c): if the investigation was carried out
unde&'ﬁ an IND, was the applicant identified on the FDA

1571 as the sponsor?

Investigation #1

T YES / X / NO / / Explain:

Investigation #2

IND # YES / / NO / / Explain:

(b} For each investigation not carried out under an IND or
for which the applicant was not identified as the
sponsor, did the applicant certify that it or the
applicant's predecessor in interest provided
substantial support for the study?

Investigation #1

YES / / Explain NO / / Explain

U U T T
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BEST POSSIBLE Ci;,
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NDA No. 20-527
Conjugated Estrogens and Medroxyprogesterone Acetate
Combination Tablets

Labeling Supplement for Lower Doses

1.5  Item 16: Certification Required by the Generic Drug Enforcement Act of 1992

The undersigned certifies that Wyeth-Ayerst did not and will not knowingly use in any
capacity the services of any person debarred under subsection (a) or (b) [section 306 (a) or ~
(b)} of the Generic Drug Enforcement Act of 1992 in connection with NDA No. 20-527 for
Conjugated Estrogens and Medroxyprogesterone Acetate Combination Tablets.

Signature QVC//Z’ Vl// |
4

Justin Victoria -
Vice President, Worldwide Regulatory Affairs

APPEARS THIS WAY
] ON ORIGINAL
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES

. PUBLIC HEALTH SERVICE
' FOOD AND DRUG ADMINISTRATION
T CENTER FOR DRUG EVALUATION AND RESEARCH

Date: January 29, 2001

From: Kim Colangelo
Senior Regulatory Associate
Division of Reproductive and Urologic Drug Products (HFD-380)

Subject: Review of Financial Disclosure documents

To: NDA 20-527/5-017
NDA 4-782/S-115

I have reviewed the financial disclosure information submitted by Wyeth-Ayerst Laboratories in
support of their supplemental NDAs, NDA 20-527/S-017 and NDA 4-782/S-115.

One study was conducted to support the safety and efficacy of Prempro/Premphase

(NDA 20-527/8-017) and Premarin (NDA 4-782/S-115) for thet —— . vasomotor
symptoms associated with‘menopause — vulvar and vaginal atrophy. The study number and
the results of the review of financial disclosure documents are summarized below:

Study Number/Title Study Status Financial Disclosure Review

Study 309-US, “Health and Ongoing as of Appropriate docunientation

Osteoporosis, Progestin and Estrogen | February 2, 1999 received, financial disclosure

Study” does not impact study
outcome

Documents Reviewed:

e Financial Certification and Disclosure Information submitted June 15, 2000
(NDA 20-527/5-017) and July 31, 2000 (NDA 4-782/S-115)

e Facsimile to Ms. Lana Pauls dated July 19, 2000 containing number of patients per site with
non-compliant investigators (attached)

¢ Financial Certification and Disclosure Information submitted November 22, 2000
(NDA 20-527/S-017 and NDA 4-782/8-115)

In addition, clarification of several points in these documents was requested via telephone on
January 25, 2001. Verbal response was received from the sponsor on January 26, 2001.
Specifically:

1. Regarding the July 19, 2000 facsimile:

a) The number of patients enrolled per subinvestigator is actually per site. For example, a
total of 16 patients were seen at Site 58, which had six non-compliant subinvestigators,
not 16 patients per subinvestigator.

b) The number of patients at Site 13 (Principal Investigator Reindollar) was six, not 13 as
listed for =" - _

¢) The number of patients analyzed was 2,673. The term “analyzed™ is equivalent to the
terms “active” and “completed” used in individual financial disclosure statements.



NDA 20-327/5-017
NDA 4-782/8-115
Financial Disclosure
Page 2

d) The number of patients enrolled was 2,805.
2. Regarding the @ctober 17, 2000 submission
a e (sub)investigator in an August 30, 2000, submission.,
which is why his name did not appear on the initial certification dated March 17, 2000.

Study 309-US

There were 323 principal and subinvestigators (investigators) in this trial. Seventeen
investigators at ten sites enrolling 16.0% of the total patients enrolled did not submit financial
certification or disclosure documents to the sponsor. Of the remaining investigators who

complied, five had disclosable information. They are summarized as follows:
[ ]

n
‘__—'9"”,

U S S T

The sponsor employed the following mechanisms in an attempt to obtain Financial Disclosure
forms from investigators:

« telephone calls to the sites and/or universities requesting additional information on the
investigators,

faxes to sites which indicated that a forwarding address was available,

faxes to locations found as a result of Internet searches,

Medical Monitor contact from previous professional associations,

Internet searches of personnel directories of professional organizations such as ACOG, and
e-mails to sites where addresses could be found.

® o o o o

Conclusion:

Adequate documentation was submitted to comply with 21 CFR 54. The sponsor has acted with
due diligence in attempting to obtain documentation from non-compliant investigators and the
rate of return is acceptable. The information disclosed is not significant enough to impact the
study outcome.



NDA 20-327/S-017
NDA 4-782/S-115
Financial Disclosure

Page 3
- R y S
08/30/00 n:n‘us: 58 FAX 610 904 3873 REGULATORY AFFAIR
- FACSIMILE TRANSMISSION
WYETH-AYERST RESEARCH
170 RADNOR-CHESTER ROAD
ST. DAVIDS, PA 19087
Telefux Number: (610) 964-5973
DATE: July 19, 2000
T0: Lana Pauls, Associate Director
Divisian of Reproductive und Urologic Drug Products

FACSIMILE No:  1-301-827-42¢7

FROM: JoAnne M. Rissinger
Worldwide Regulatory Affairs  (610) 902-3731

Nn. of PACKES: 2 (including cover page)
Re. NDA No. 20-527 §-017

Lanag,

Sec the uttached table.

If you have any questions, please contact me ut the above referenced telephone number.

Regards,
S (Do
JoAnne M. Bissinger =

Manager, Worldwide Regulatory Affairs

As you requested this morning, 1 am providing you with a table tha lists investigators that did not
provide Financial Disclosure forms, their site {(site number (principle investigator)] und the number
of patients enrolled at the site. In addition the total number of patienis that were analyzed is given.

Qo2

DRUDP fax



NDA 20-527/S-017
NDA 4-782/S-115
Financial Disclosure
Page 4

y *
08730700 WED 69:53 FAX 610 864 3973

; .

REGULATORY AFFAIRS

NDA No. 20-527 $-017

Conjugated Estrogens/Medroxyprogesicrone Acetate Tablets

Investigator

[

2,673 paticnts werc analyzed

-~

Site # (Principe Investigator)

58 (Meitis)

S8 (Mexitis)
58 (Mezilis)

S8 (Mezitis)
25 (Moghissi)
25 (Moghissi)
57 (Lobo)

04 (Polun)

62 (Dumesic)
34 (Calkins)

13 (Ravnikar)
46 (Kessel)

17 (Fossum)
46 (Kessel)

26 (Kubik)

22 (Homesley)
44 (Utian)

26 (Kubik)

29 (Pinkenon)
25 (Moghissi)
20 (Harrington)
58 (Mczitis)
46 (Keasel)

57 (Lobo)

61 (Liu)

03 (Bachmann)
62 (Dumesic)
06 (Bush)

58 (Mezitis)
(4 (Polan)

58 (Mczitis)
35 (Schaff)

61 (Liv)

13 (Reindolar)
02 (Archer)

06 (Bush)

37 (Shoupe)
17 (Fossum)
13 (Reindollar)

No. of Paticnt

717 0OPDA scquent 205237 $-017.dor

@oul
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Kim Colangelo
2/5/01 11:28:38 AM

L
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s ’/(: DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

v w Food and Drug Administration
SR . . Rockville MD 20857

NDA 20-527/5-017
INFORMATION REQUEST LETTER

Wyeth-Ayerst Research

Attention: Joseph S. Sonk, Ph.D.

Assistant Vice President, Worldwide Regulatory Affairs
Global Therapeutic Area Head, Women’s Healthcare
P.O. Box 8299

Philadelphia, PA 19101-8299

Dear Dr. Sonk:

Please refer to your new drug application (NDA) submitted under section 505(b) of the Federal Foad,
Drug, and Cosmetic Act for Prempro™ (conjugated estrogens/medroxyprogesterone acetate tablets}f
and Premphase® (conjugated estrogens/medroxyprogesterone acetate tablets). il

We also refer to your submission dated April 30, 2001, containing questions regarding the Agency’s
April 13, 2001 Approvable Letter.

We have reviewed the referenced material and have the following comments.

Question 1:

In the Clinical Studies subsection, under Information Regarding Etfects on Vasomotor Symptoms,
why did the Division delete the figure entitled * «==—=

e

T —.

Response to Question 1:

A table showing the mean numbers of hot flushes and the mean change from baseline replaced the
proposed figure. Clinical trial results at Weeks 4, 8, and 12 are shown for the 0.625 mg CE/2.5
mg MPA, 0.45 mg CE/1.5 mg MPA and placebo treatment groups. The tabular format provides
more complete clinical trial findings for review by the healthcare provider than the proposed
figure, and is the desired depiction for this information.

Question 2.

In the Clinical Studies subsection on Vulvar and Vaginal Atrophy, why was the table deleted from
this section?

Response to Question 2:

The abbreviated table, as proposed, does not add information to the text description of the clinical
trial results regarding the estrogenic effects on maturation indexes. 1f you prefer to retain a table
showing the maturation index results, such a table should represent the data provided to the



NDA 20-527/5-017
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Division on March 22, 2001, showing maturation index resuits at Cycles 6 and 13 for superficial,

intermediate and patabasal cells for the Prempro 0.625 mg CE/2.5 mg MPA, Prempro 0.45 mg
CE/1.5 mg MPA, arkg placebo treatment groups.

Question 3:

In the Clinical Studies subsection, on the Effects on the Endometrium, Table 5, “Incidence of

Endometrial Hyperplasia After One Year of Treatment.” What are the reason(s) for the references to
X _ —_— = ) Wyeth-Ayerst

relayed that the prescribing physician(s) wants to know how the individual pathologists have cited

these cases in order to more completely understand these data.

Response to Question 3:

Question 4:
In the Clinical Studies section on the Effects on the Endometrium. in Table 5

Response to Question 4:

From the pathologist’s reports which were provided in the NDA submission, the final diagnosis
for Subject 30912-0049 in the 0.45 mg CE/1.5 mg MPA treatment group was reclassified as an
endometrial adenocarcinoma in a polyp by the clinical review team (the reviewer, a board-
certified pathologist in the Division, and the medical team leader) based on the information
submitted. The findings in this case are as follows:

Subject # 30912-0049 in Group E (0.45 mg CE/1.5 mg MPA)

Final prestudy endometrial biopsy diagnosis= Endometrial tissue (other) i.e., benign, inactive or
atrophhic fragments of endometrial epithelium,
glands, stroma, etc.



NDA 20-527/S-017
Page 3

Cycle 7 endometria%biobsv on 1/12/99
Pathologist 1= L. Endometrial malignancy; well-
differentiated endometrial adenocarcinoma
involving endometrial polyp.

Pathologist 2= Complex hyperplasia with atypia;

hyperplastic focus appears to be in polyp.

Pathologist 3= Endometrial malignancy; Grade 1
adenocarcinoma (endometroiod/mucinous)
in a polyp, mucinous (including intestinal)
metaplasia, ciliary change.

Subject withdrawn from the study on 1/25/99
Repeat endometrial biopsy on 1/26/99
Pathologist 1= Complex hyperplasia with atypia;
a. benign cervical and endometrial
fragments =
b. Complex hyperplasia with atypia, focal

Pathologist 2= Complex hyperplasia with atypia;
a. focal residual atypical hyperplasia
b. fragments of benign endocervix and

endometrium
Total abdominal hysterectomy on 4/20/99
“Qut of study” surgical pathology report= Weakly proliferative endometrium, leiomyoma
and adenomyosis, no evidence of hyperplasia or
carcinoma.

In this case, the majority decision (two of the three pathologists) is well-differentiated
adenocarcinoma in a polyp, based on the initial Cycle 7 endometrial biopsy readings.

Question 5:
I[n the Clinical Studies sut " : ot .

R N

—————————————
-

Response to Question 5:

The utilization of a cumulative amenorrhea graph showing all enrolled subjects is now standard in
current HRT labeling.
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_:5 -/(: DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

‘ ﬁ Food and Drug Administration
oL . Rockville MD 20857

1 ]

.

NDA 20-527/S-017
INFORMATION REQUEST LETTER

Wyeth-Ayerst Laboratories

Attention: Joseph S. Sonk, Ph.D.
Senior Director U.S. Regulatory Affairs
PO Box 8299

Philadelphia, PA 19101-8299

Dear Dr. Sonk:

Please refer to your supplemental new drug application dated June 15, 2000, received June 15, 2000,
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Conjugated _
Estrogens (CE) and Medroxyprogesterone Acetate (MPA) Combination Tablets (0.45 mg CE/1.5
mg MPA and 0.3 mg CE/1.5 mg MPA).

We are reviewing the submitted draft labeling from your submissions and have the following
comments and information requests. Revisions have been incorporated directly into the enclosed
Physician Package Insert. Additions have been noted with double underlining, deletions have
been noted as strikeeuts. Additional comments requiring response are denoted in 14 point bold
face type.

We have the following comments in regard to your proposal for a new proprietary name for the
two new lower strength tablets:

1. Dosage clarifications between physicians and pharmacists are not uncommon with any drug
product especially when multiple strengths are invoived. Although dosage clarifications can be
considered an inconvenience, they can also provide the opportunity of a positive intervention, in
that it allows the pharmacist another chance to verify the correct drug with the prescriber prior to
dispensing.

We believe that the addition of the new lower strengths would require physicians to practice
better prescribing habits with this drug product. Physicians would have to include the dosage of
each ingredient on the prescription or they will be overwhelmed with telephone calls from other
health care practitioners regarding strength clarification.

We believe that launching the new low dose CE/MPA product(s) under a new tradename is
misleading to healthcare professionals, in that it implies a different product. Launching under the
existing PREMPRO tradename, would require physicians to designate the CE dosage and the
MPA dosage when prescribing the desired dose. This would eliminate the past confusion
demonstrated when these descriptors were missing from the ordering process. We recommend
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including the labeled amount of each active ingredient in conjunction with the proprietary name.
We also recommend differentiating the product strengths with the use of contrasting color,
boxing or some otherine‘ans.

We recognize that separate tradenames for products with the same active ingredients have been
approved by the Agency in the past. However, new policies and procedures involving
proprietary name reviews have been implemented since approval of the products referenced in
your NDA. The Agency routinely discourages the addition of a separate tradename for products
containing the same active ingredients for the following reasons:

1. The creation of another proprietary name for a new strength or indication adds unnecessarily

to the growing number of tradenames in the United States, thus creating additional safety
concerns.

19

We believe that having two tradenames by the same manufacturer, for the same bioequivalent
drug product is misleading to health care professionals, in that it implies a different product.

In addition, it is the policy of the Center that OPDRA will no longer recommend approval of
different proprietary names by the same applicant or manufacturer for products that are
essentially identical unless there is a public health risk or stigma associated with the use of the

drug product. The Agency is concerned with the proliferation of proprietary names for the
following reasons:

1. Overdose: Practictioners may become confused and not understand that the two products
(with two different trade names) are identical. This may increase the risk of a patient being
prescribed the same drug product by different physicians, resulting in an overdose.

I

Medication Errors: The creation of a new proprietary name for a new strength of an
essentially identical drug product adds unnecessarily to the growing number of proprietary
names in the United States. This proliferation of numerous proprietary names may increase
the likelihood of occurrence of medication errors resulting in patient injury due to sound-
alike and/or look-alike confusion between products. '

LI

Confusion/Misleading: Trivialization of the adverse events and risks associated with the use
of different proprietary names for the same active moiety. Patients may be falsely assured

that the medication does not carry significant risks because the FDA has allowed its use for a
relatively benign condition.

4. False Implication: The separate proprietary name implies that there is a unique indication
that is deserving of a separate name, when in fact this is not true.

'U|

Management of ADE: The increasing complexity to manage (regulatory) reports of adverse
drug events associated with one active ingredient with two or more proprietary names.
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6. Pharmacy Burdems: The proliferation of numerous proprietary names for the same active
ingredient places gn inventory and storage burden on pharmacies and pharmacists.

We believe there are no public health risks or stigmas associated with the use of one proprietary
name for this drug product. Therefore, the safe use of this product is best managed under one
proprietary name.

We recommend the continued use of the previously approved proprietary name PREMPRO for
the new strengths with the addition of the strength modifiers.

We need your prompt written response to continue our evaluation of your supplemental
application.

If you have any questions, call Diane Moore, BS, Regulatory Project Manager, at (301)
827-4260.

Sincerely,
'See appended electronic signature page}

Terri Rumble

Chief, Project Management Staff

Division of Reproductive and Urologic Drug
Products

Office of Drug Evaluation III

Center for Drug Evaluation and Research

Enclosure
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PRIOR APPROVAL SUPPLEMENT
Wyeth-Ayerst Laboratories

Attention: Joseph S. Sonk, Ph.D.

Senior Director U.S. Regulatory Affairs 4
PO Box 8299 JUN TS 2000

Philadelphia, PA 19101-8299

Dear Dr. Sonk:

We have received your supplemental drug application submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for the following:

~

Name of Drug Product: Conjugated Estrogens (CE) aﬁd Medroxyprogesterone Acetate (MPA)
Combination Tablets (0.45 mg CE/1.5 mg MPA and 0.3 mg CE/1.5 mg %
MPA) ,

NDA Number: 20-527

Supplement Number: S-017

Therapeutic Classification: Standard (S)
Date of Supplement: June 15, 2000
Date of Receipt: June 15, 2000

This supplement proposes the following change(s): The addition of two new lower doses of conjugated
estrogens (CE/medroxyprogesterone acetate (MPA) in a continuous combined regimen for the treatment
of moderate to severe vasomotor symptoms associated with menopause, and treatment of vulvar and
vaginal atrophy.

Unless we notify you within 60 days of our receipt date that the application is not sufficiently complete
to permit a substantive review, this application will be filed under section 505(b) of the Act on August
14, 2000 in accordance with 21 CFR 314.101(a). If the application is filed, the primary user fee goal date
will be April 15, 2001 and the secondary user fee goal date will be June 15, 2001.
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Page 2

. Please cite the applicatjon number listed above at the top of the first page of any communications

concerning this application. All communications concerning this supplemental application should be
addressed as follows:

U.S. Pdstal/Courier/Ovemight Mail:

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Reproductive and Urologic Drug Products, HFD-580
Attention: Division Document Room

5600 Fishers Lane

Rockville, Maryland 20857

If you have any questions, call Diane Moore, BS, Regulatory Project Manager, at (301) 827-4260.

Sincerely,

— , )
L {\ )//7 oc

Terri Rumble -

Chief, Project Management Staff -
Division of Reproductive and Urologic Drug
Products
Office of Drug Evaluation III
Center for Drug Evaluation and Research

cc:

Archival NDA 20527/S-017

HFD-580/Div. Files

HFD-580/D.Moore/TRumble
HFD-580/SAllen/MMann/SSlaughter/Tvanderviugt
HFD-580/MRhee/AJordan/Aparekh/LKammerman -

DISTRICT OFFICE \

PRIvr Vg \% r £ 4PN
Drafted by: dm/June 19, 2000 7 // }%0
Initialed by: TRumble 6.19.00

final: June 19, 2000

filename: N20527S017AK.doc

PRIOR APPROVAL SUPPLEMENT ACKNOWLEDGEMENT (AC)
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February 28, 2003

NDA No. 20-527/5-017

Prempro ™

(conjugated estrogens/medroxyprogesterone acetate tablets)
Premphase®

(conjugated estrogens/medroxyprogesterone acetate tablets)

Daniel Shames, M.D., Director

Division of Reproductive & Urologic Drug Products

HFD-580 ~
Office of Drug Evaluation III

Center for Drug Evaluation and Research
Attn: Document Control Room 17B-20
Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

General Correspondence
Information Package For CMC Meeting / Teleconference

Dear Dr. Shames:

Reference is made to NDA No. 20-527/S-017 for Prempro™ (conjugated
estrogens/medroxyprogesterone acetate tablets), Premphase® (conjugated estrogens /
medroxyprogesterone acetate tablets) submitted to DRUDP on June 15, 2000 for the
use of conjugated estrogens (CE) and Medroxyprogesterone Acetate (MPA) (CE 0.45
mg/MPA 1,5 mg) in a continuous combined regimen for the treatment of moderate to
severe vasomotor symptoms and * — vulvar and vaginal atrophy associated
with menopause.

Further reference is made to the Agency's Approvable Letter of April 13, 2001 and
Wyeth’s complete response to the Approvable Letter on September 11, 2002.
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Profile: TTR OAI Status: POTENTIAL OAl

Esta:>. Comment: DRUG PRODUCT MANUFACTURER. (on 3C-JUN-2000 by D. LIN (HFD-580} 201-827-

4230)

Miies-one Name Date Type Insp. Date Decisicn & cuuran Creator

SUBMITTED TO OC 30-JUN-2000 LINDAV

SUBMITTED TO DO 03-JUL-2000 10D DAMBROGIOJ

DC RETOMMENDATION 06-JUL-2000 ACCEPTABLE JPODSADO
BASED ON FILE REVIEW

CC RECOMMENDATION 07-JUL-2000 ACCEPTABLE FERGUSONS
DISTRICT RECOMMENDATION

SUBMITTED TO OC 23-0CT-2002 POPES

SJUEMITTED TO DO 23-0CT-2002 10D DAMBROGIOJ

30 REZCOMMENDATION 31-0CT-2002 WITHHOLD JPODSADO
PREVIOUS DEVIATIONS PERSIST

~——asss——
s
OC XECOMMENDATION 03-FEB-~2003 ACCEPTABLE WOODSR

BASED ON PROFILE
THIS CDER/OC ACCEPTABLR RECOMMENDATION ONLY APPLIES TO LOW DOSB STRENGTHS OF WYETH'SQUA
PREMPRO (CONJUGATED ESTROGENS/MEDROXYPROGESTERONE ACETATE TABLET) THAT ARE PART OF THE

FOLLOWING APPLICATIONS:

Tt UARPAVYRDANTCTRRANE ACRTATE (MPA) ; GOAL DATE OF



